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May 22, 2000

Dockets Management Branch
Food and Drug Administration
Room 1061

5630 Fishers Lane

Rockville, MD 20852

Dear Sir’/Madam:
Mikart, Incorporated respectfully submits the enclosed Suitability Petition, in quadruplicate, for your

review and consideration. If you have any questions concerning this petition, please contact me at
the number and/or address below.

Cerie B. McDonald
President

Mikart, Incorporated
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May 22, 2000

Dockets Management Branch

Food and Drug Administration
Department of Health and Human Services
Room 1-23

12420 Parklawn Dr.

Rockville, MD 20857

SUITABILITY PETITION

The undersigned, Mikart, Incorporated, seeks a determination that a drug product Propoxyphene
Napsylate/Acetaminophen 100 mg/500 mg is suitable for evaluation under an Abbreviated New
Drug Application (ANDA).

A. ACTION REQUESTED

The Petitioner requests that the Commissioner of Food and Drugs to amend the list of Drug Products
Suitable for Abbreviated New Drug Applications (2000), and the Twentieth Edition (2000), to
include the drug Propoxyphene Napsylate and Acetaminophen Tablets/Capsules (100 mg/500 mg).

B. STATEMENT OF GROUNDS

The above drug product meets the criteria for ANDA approval under 505() (2) (A) & (c) of the
Federal Food, and Cosmetic Act as amended.

The drug product which is the subject of this Petition is deemed similar and related to the previously
approved product DARVOCET-N 100 (Propoxyphene Napsylate and Acetaminophen Tablets (100
mg/650 mg) manufactured by Eli Lilly and Company. This petition requests a change in the strength
of one of the active ingredients, Acetaminophen, from 650 mg to 500 mg per unit, plus an inclusion
of a capsule dosage form.

The recommended maximum daily dosage for Propoxyphene Napsylate is 600 mg per day. The usual
dosage is “100 mg of Propoxyphene Napsylate and 650 mg of Acetaminophen every 4 hours as
needed for pain”, per the Reference Listed Drug insert found in Attachment A. The proposed dosage
for this product is “100 mg propoxyphene napslyate and 500 mg of acetaminophen every 4 hours
as needed for pain; not to exceed 6 tablets/capsules in 24 hours.” This dosage is consistent with the
dosage listed in the Reference Listed Drug insert found in Attachment A.
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1750 Chattahoochee Avenue * Atlanta, Georgia 30318
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Proposed labeling for Propoxyphene Napsylate and Acetaminophen tablets (100 mg/500 mg) is
included in Attachment B. Labeling for DARVOCET-N 100 by Eli Lilly and Company is included
in Attachment A. A side by side comparison of labeling can be found in Attachment C. Labeling
for the proposed product will be consistent with the approved labeling for other Propoxyphene
Napsylate and Acetaminophen combination products. Throughout the petition the term
“tablets/capsules” will be used for brevity. However, separate inserts will be used for each dosage
form.

For the foregoing reasons, the undersigned requests the Commissioner to grant this Petition and to
authorize submission and approval of an ANDA for a tablet and capsule form of Propoxyphene
Napsylate and Acetaminophen, 100 mg/500 mg.

C. ENVIRONMENTAL IMPACT

The Petitioner claims an exemption under 25.24(c)(1). The product which is the subject of the
Petition is similar and related to drug products that are already being marketed, and there is no
reason to conclude that marketing of such an additional drug will cause significant environmental
effects.

D. ECONOMIC IMPACT
This information will be submitted upon request of the Commissioner.
E. CERTIFICATION

The undersigned certifies that, to the best knowledge and belief, this Petition includes all information
and views on which the Petition relies, and that it includes representative data and information
known to the Petitioner that are unfavorable to the Petition.

(i T

Cerie B. McDonald

President

Mikart, Incorporated

1750 Chattahoochee Avenue NW
Atlanta, Georgia 30318

(404) 351-4510
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404-351-4510 * Fax 404-350-0432
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DARVOCET-N® 50
and C

DARVOCET-N® 100

PROPOXYPHENE NAPSYLATE AND
ACETAMINOPHEN TABLETS, USP

DESCRIPTION

Darvon-N® (Propoxyphene Napsylate, USPY is an adorless,
white crystalline powder with a bitter taste 1t ig very slightly <ol-
uble in water and solubie in methanol. ethanol. chilorsform, aml
acetone. Chemically, it is (nS, 1R -0-j2-(Dimethylamino-1-
methylethyll-w-phenyiphenethyl propionate compound with
2-naphthalenesulfonic ncid (1:1 monahvdrate. which can be rop-
resented hy the aceompanying structural formula. Its molecuiar
weight is 565.72,
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Propoxyphene napsylate differs from propoxyphene hydrochlo-
ride in that it allows more stable liquid dosage forms and tablet
formulations. Because of differences in molecular weight, a dose
of 100 mg (176.8 umol} of propexvphene napsylate is required to
2upply an amount of propoxyphene equivalent to that present in
85 mg (172.9 umol} of propoxyphene hydrochloride.

Each tablet of Darvocet-N 50 contains 30 mg 'R8.4 pmnl®
propoxyphene napsviate and 325 mg (2,150 pmob acetaminophen

Each tablet of Darvocet-N 100 contains 100 mg 1 176.8 umol)
propoxyphene napsviate and 650 mg (1.300 junolt acetaminophen

Fach tablet also eontains amberlite. cellulone, F D & T Yellow
Na. 6, magnesium stearate, stearic acid, titaninm dioxide. and
other inactive ingretlients.

CLINICAL PHARMACOLOGY

Propoxvphene is a centrally acting narcotic nnalgesic agent.
Equirolar doses of propoxyphene hydrochloride or napsvlate pro-
vide similar plasma concentrations, Foilowing administration of
65, 130. or 195 mg of propoxyphene hydrachloride, the bivavailahil-
ity of propoxyphene is equivalent to that of 100, 200, or 300 mg
respectively of propoxyphene nnpsylate. Prak plasma concentra-
tions of propoxyphene are reached in 2 to 2 1/2 hours, After a
100-mg oral dose of propoxyphene napsviate, penk plasma levels of
0.05 to 0.1 pg/mL are achieved. As shown in Figure 1. the napsy-
late salt tends to be absorbed more xlowly than the hydrochloride.
At or near therapeutic doses, this nhsorption difference is smaif
when compared with that among subjects and among doses.

Figure 1. Mean plasma concentrations of prapoxyphene in 8 human =ub-
jects following oral administration of 65 and 130 mg of the
hyvdrochloride salt and 100 and 200 mg of the napsviate zalt and in
7 given 195 mp of the hedrochlonde and 00 mg of the napsviate

sailt.
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Because of this several hundredfold difference in colubility. the
absorption rate of very targe doses of the napsyfate <ait = «ignifi-
cantly tower than that of equimniar doses of the hyrirochionide

Repeated dr**>_of propoxyphene at §-hour intervals lend to
increasing pis *oncentrationg, with a platean afler the ninth
doge at 48 hous. .

Propoxyphene is metabotized in the liver to yield nor.
propoxyphene. Propoxyphene has a haif-life of 6 to 12 hours,
wherean that of norpropoxyphene is 30 to 35 hours.

Narpropoxyphene has substantially less central-nervous-sys-
tem-depressant effect than propoxyphene hut a greater local
anesthetic effect, which is similar to that of amitriptyline and
antiarrhythmic agents, such as lidocaine and quinidine.

In animal studies in which propoxyphene and norpmpoxvphene
were continuously infused in large nmounts, intracardiac conduc-
tion time 'PR and QRS intervals) was prolonged. Any intracar-
diac conductioni delay attributable to high concentrations of nor-
propoxyphene may he of relatively long duration.

ACTIONS

Propoxyphene is a mild narcatic apalgesic structurally related
to methadone. The potency of prapoxyphene napsylate is from
two thirds to equal that of codeine,

Darvocet-N 50 and Darvacet-N 100 provide the analgesic activity
of propoxyphene napsylate and the antipyretic-analgesic activity of
acetaminaphen.

The combination of propoxyphene and acetaminophen produces
greater analgesin Lthan that produced by cither propoxyphene or
acetaminophen administered alone.

INDICATION

These products are indicated for the relief of mild to moderate
pain, either when pain is present alone or when it is accompanied
by fever.

CONTRAINDICATIONS

Hypersensitivity to propoxyphene or acetaminophen.

WARNINGS

* Do not prescribe propoxyphene for patients who are
suicidal or addiction-prone.

* Prescribe propoxyphene with caution for patients
taking tranquilizers or antidepressant drugs and
patients who use alcohol in excess.

» Teil your patients not to exceed the recommended
dose and to limit their intake of alcohol.

Propoxyphene products in excessive doses, either alnne
or in combination with other CNS depressants, including
aleohol, are a major cause of drug-related deaths, Fatali-
ties within the first hour uf overdosage are not uncom-
mon. In a survey of deaths due to overdasage conducted
in 1975, in approximately 207 of the fatal cnses, death
occurred within the fiest hour 5% ocourred within 15
minutes). Prapoxyphene should not be taken in dozes
higher than those recommended by the physician. The
judicious preacribing of propoxyphene is essential to the
sofe uge of this drug. With patients wha are depressed or
suicidal. consideration should be given to the use of non-
nareotic analgesics. Patients should be cautioned about
the concomitant use of propoxyphene products and aico-
hol heeapse of potentially serious ONS-additive effects of
these agents. Because of its added depressant effeets,
propoxyphene should be preacribed with caution for those
patients whose medical condition requires the concomi-
tant administration of sedatives. tranquilizers, muscie
relaxants, antidepressants, or other CNS-depressant
drugs. Patients should be advised of the additive depres-
sant effects of thesze combinations.

Many of the propoxyphene-related deaths have
occurred in patients with previous histories of emotional
disturbances or suicidal ideation or attempts as well as
histories of misuse of tranquilizers, alcohol, and other
CNS-active drugs. Some deaths have occurred as a conse-
quence of the accidental ingestion of excessive quantities
of propoxyphene alone nr in combination with other
drugs. Patients taking propoxvphene should he wnrned
not to exceed the dosage recommended by the phvsician.

Drug Dependence—Propoxyphene. when taken in higher-than-
recommended doses over long perinds of time, can produce drug
dependence characterized by psychic dependence and, less fre.
quently, physical dependence und tolerance. Fropoxyphene will
only partially suppress the withdrawal syndrome in individuals
physically dependent on morphine or other narcotics. The nbuse
liability of propoxvphene is qualitatively similar to that of codeine
although quantitatively less, and propoxyphene should he pre-
scribed with the same degree of caution appropriate to the use of
codeine.

Usage in Amhulators Patients—Propoxyphene may impair the
mental and/or physical ahilities required for the performance ol
potentially hazardous tasks, such as driving a ear or nperating
machinery. The patient should be cantioned accordingly.

PRECAUTIONS

General —Propoxyphene should be ndministered with cautian to
patients with hepatic or renal impairment since higher serum
concentraticns or delayed elimination may oceur.

Drug Interartions—The ONS-depregsant effect of propoxyphene
is additive with that of ather NS depressants, including alcohol.

As is the rage with many medicinal agents, propaxyphene may
slaw the metabolism of a concomitantly administered druy.
Should this occur, the higher serum concentrationg of that drug
may resuit in increased pharmacologic or adverse effects of that
drug. Such cecurrences have heen reported when propoxyphene
was administered Lo patients on antidepressants, anticonvul-
sants. or warfarin-like drugs. Severe neurolagic signs, including
comn, have occurred with concurrent use of carbamazepine.

Usage in Pregrnancy—Safe use in pregnancy has not been estab-
lished relative to possible adversa effects on fetal development.
Instances of withdrawal symptoms in the neonnte have been
reported following usage during pregnancy. Thergt‘nre.
propoxyphene should not be used in pregnant wamen unless. in the
mdgment nf the physician, the potential benefits outweigh the pos-
sible hazards.




Usage in Nursing Mothers—Low levels of propoxyphene have
been detected in human milk. In postpartum studics involving
nursing mothers who were given propoxyphene, no adverse
effects were noted in infants receiving mother’s milk.

Usage in Pediatric Patients—Safety and effectiveness in pedi-
atric patients have nnt been establizhed.

Usage in the Elderly—The rate of propoxyphene metabalism
may be reduced in some patients. Increased dosing interval
should be considered.

A Patient Information Sheet is available for this product. See
text following “How Supplied” section below.

ADVERSE REACTIONS

fn a survey conducted in hospitalized patients. less than 1% of
patients taking propoxyphene hydrochloride at recommended
doses experienced side effects, The mast frequently reported wrre
dizziness, zedation, nausea, and vomiting. Some of these adverse
reactions may be alleviated if the patient lies down.

Other adverse reactions include constipation, ahdominal pain,
skin rashes, lightheadedness, headache, weakness, euphoria,
dysphorin, hallucinations, and minor visual disturbances.

Liver dysfunction has heen reported in association with both
active components of Darveeet-N 30 and Darvecet-N 00
Propoxyphene thernpy has heen associated with abnormal fiver
function tests and, maore rarely, with instances of reversible jaun-
dice (including cholestatic jaundice). Hepatic necrosis may result
from acute averdose of acetaminophen 1see Management of Nver-
dosage). In chronic ethanol abusers, this has been reported rarely
with short-term use of ncetaminophen dosages of 2.5 to 10 g/day.
Fatalities have occurred.

Renal papillary necrosis may result from chronic
acetaminophen use, particularly when the dosage is greater than
recommended and when combined with aspirin.

Subacute painful myopathy has occurred fotlowing chronic
propoxyphenc overdosage.

DOSAGE AND ADMINISTRATION

These products are given orallv. The usunal dosage is 100 mg
propoxyphene naprylate and 650 mg acetaminophen every 4 hours
as needed for pain. The maximum recommended dose of
propoxyphene napsylate is 600 mg per dav.

Consideration should be given {o a reduced total daily dosage in
patients with hepatic or renal impairment.

MANAGEMENT OF OVERDOSAGE

In all cases of suspected overdesage. call your regional Poison
Control Center to obtain the mast up-to-date information about
the treatment of overdose. This recommendation is made
becpuse, in general, information regarding the treatment of over-
dosage may change more rapidly than do package inserts

Tnitial consideration shouid be given to the management. of the
CNS effects of propoxyphene overdosage. Resuscitative measures
should be initiated promptiy. )

Symptoms of Propaxvphene Overduvsage—The manifestations nf
acute sverdozage with propoxyphene are those of narcotic over-
dosage. The patient is usually somnolent but may be stupornus or
comatose and convuising. Respivstory depression is characteristic.
The veulilatory rate andfor tidal volume is decreased. which
results in cvanosis and hypoxia. Pupils, initially pinpoint. may
heenme dilated as hypoxia increases. Chevne-Stokes respiration
arcl apnea may occur. Blood pressure and heart rate re usually
normal initially, but blood pressure falls and cardinc performance
deteriorates, which ultimately results in pulmonary edgmn and cir-
culatory collapse, unless the respirntory depression is corrected
and ndequate ventilation is restered promptly. Cardiac arthyth-
miar and conduction delay may be present. A combined respira-
tory-metabalic acidosis occurs owing to retained FO, ‘hypercap-
nia} and to !actic acid formed during anaerobic glyenlysis.
Acidosis may be severe if Targe amounts of salicylates have afso
been ingested. Death may oceur. )

Treatment of Propoxvphene Overdosage—Attention shouid he
directed first to ratablishing a patent mirway and to restoring
ventilation. Mechanically assisted ventilation, with or 'wnthaul
oxygen, may be required, and positive pressure respiration may
he desirible if pulmonary edemn i present. The narcotic antago-
nist naloxone will markedly reduce the degree nf respiratory
depression, and 0.4 to 2 'mg should be administered promptiv.
preferably intravenously. If the desired degree of counteraction
with improvement in respiratory functions is not ohtained, nalox-
one should be repeated at 2- to J-minute intervals. The duration
of action of the antaganist may be brief. If no response is nhserved
after 10 mg of naloxone have heen administered, the diagnuosis of
propoxyphene taxicity should be qunstinned Naloxone may also
be administered by continnoys intravenous infusion. ) )

Treatment of Propoxyphenc Overdosage in Pediatric
Patients—The usual initial dose of naloxone in pediatric patients is
0.01 mgfkg hndy weight given intravenously. If this dose does not
result in the desired degree of clinical improvement, :\ggimﬂquont
increased dnse of 0.1 mgikg body weight may he administered. 1€
an 1V route of administration i€ not availahle, naloxone may he
administered [M ar subcutanesusly in divided deses. [F necessary,
naloxone can be diluted with Sterile Water for fnjectinn.

Blond gases, pH. and electrolytes should be monitared in
order that acidosis and any electrniyte disturbance present may
he corrected promptly. Acidosis, hypoxia, and generalized ( NS
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DARVOCET-N® 50 and DARVOCET-N® 100
{Propoxyphene Napsylate and
Acetaminophen Tablets, USP)

depressing predispose to the development of cardiac arrhythmias.
Ventricular fibrillation or cardinc arrest may occur and necessi-
tate the Tull complement of cardiopulmonnry resuscitation CPR)
mensures. Respiratory acidosis rapidly subsides as ventilation is
restored amd hypercapnia eliminated, but lactic acidnsis may
require intravennus hiearbonate for prompe correction.

Electroczardiographic monitoring is essential. Prompt correction
of hypoxia, acidosts, and clectrolyte disturbance twhen present)
will help prevent these cardiac complications and will increase
the cffectiveness of agents administered 1o restnre normal cardine
funetion.

In addition te the vse of a nareotic antagonist. the patient
may requite eareful titration with an anticonvulsant to eontrol
eonvulsinns. Analeptic drugs (for example, caffeine or
amphetamine} should not be used because of their tendency to
precipitate convulsions,

General supportive mensures, in addition 10 axygen. include,
when necesrary, intravenous fluids, vasopressor-inotropic com-
pounds, and, when infection is likely, anti-infective agents. Gastric
Iavage may be useful, and activated charcoal can adsorb a signifi-
cant amount of ingested propoxyphene. Dialysia is of little value in
poisoning due to propaxyphene. Efforts should be made to detor-
mine whether nther agents, such as aleohol, harbiturates. tranquil-
i=are, ar other CNS depressants, were also ingested. since these
increase CNS depression as weil as cause specific toxic efTects.

Svmptoms of Acetaminophen Qrverdosage—Shortly after sral
ingestion of an overdose of acetaminophen and for the next 24
hours, ancrexia, nausen, vomiting, diaphorvsis, general malaise.
and ahdominal pain have heen noted. The patient may then pre-
sent no symptoms, but evidence of liver dysfunction may become
apparent up to 72 hours alter ingestion. with elevated serum
transnminase and lactic dehydrogenass levels, an increase in
serum hilirubin concpntrations. and 1 prolonged prothrombin time.
Death from hepatic failure may result 3 to 7 days after overdosate.

Acute rena! lailure may nceompany the hepatic dysfunction and
hr~ beea diied in patients who do net oxhibit zigns of Fulminant
hepatic failure. Typically, renal impairment is more apparent 6 to
9 days after ingestion of the gverdose.

Treatment of Acetaminophen Overdosage—Acetaminophen in
massive averdosage may rause hepatic toxicity in some patients.
In all cases of suspected overdose, immediately call your regional
porsun center or the Rocky Mountain Poison Center’s tofl-free
number (800-525-6115) for assistance in diagnosis and for diree-
tions in the use of N-acetylevsteine an an antidote.

In adults. hepatic toxicity has rarely heen reported with acute
overdoses of less than 10 g and fatalities with less than 15 g.
Importantly, young children seem to be more resistant than
adults to the hepatotoxic effect of an acetaminophen overdose.
Deapite this, the measures ontlined below should be initinted n
anv adull ar pediatric palients suspected of having ingested an
acetaminophen nverdose.

Because clinical and laboratory evidence of hepatic toxicity mav
not be apparent until 18 to 72 hours postingestion, liver function
studies should be obtained initially and repeated at 24-hour
intervals.

Consider emptying the stomach promptly by lavage or by indue-
tion of emosis with syrup of ipecne. Pationts’ estimates of the quan-
tity of a drug ingested are notoriously nnrelinble. Thecefore, it an
acetaminophen overdose is suspected, a cernm acctaminophen
agsay should be obtained ag early ar possible. hut no sooner than
4 hours following iigestion. The antidote, N-acetylcysteine, should
be adminstered as early as possible, and within 16 hours of the
averdose ingestion for aptimal results. Following recovery, there
are no residual, structural, or functional hepatic abnormalities.

ANIMAL TOXICOLOGY

The acute lethal doses of the hydrochlaride and napsyiate salts
of propoxyphene were determined in 4 species. The results shown
in Figure 2 indicate that, on a molar hasis, the napsviate salt is
less toxic than the hydrachloride. This may be due to the relative
insolubility and retarded absorption of propoxyphene napsylate.

Figure 2
AGUTE ORAL TOXIGITY QF PROPOXYPHEME

Deg (gyzﬁgﬁ t SE
LDy (mmioik
Propoxvphane Propaxyphens
Species Hydrocnigngs Jiapsyate
Mouse 282233 315 = 163
275 162
Rat 2044 847 2 95
061 14
Rabbi =111 »183
022 -0722
Dog g e
927 ~0.32

Some indication of the relative insolubility and retarded
absorption of propoxyphene napsylate was vbtained by measuring
plasma propoxyphene levels in 2 groups of -4 dogs follnwn}[z t\::\l
administration of equimalar doses of the 2 saits. As shown in l'vlg»
ure 3. the peak plasmna concentration observed with
propoxyphene hydrochloride was much higher than that abtained
after ad ministration of the napsylate salt. .

Although none of the animals in this experiment died. 3 of the 4
dogs given propoxyphene hydrochloride exhibited convulsive
seizures during the time interval corresponding to the peak plas-
mn leveis. The 4 animals receiving the napsylate salt were mildly
ataxic hut not acutely ill.




'!;;iguro 3. Plasma bropntyphnne concent™=ns in dogs follow-
ing large doses of the hydrochloride apsviate saits.

Figure 3
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HOW SUPPLIED )
Darvocet-N® Tablets (No. 18901 are available in:
The 50 mg tablets are dark orange. capsule shaped, film c_oa_'ted‘
and imprinted with the script “Lilly” and “Darvocet-N 307 vn
one side of the tablet, using edible black ink. They are available
as follows:
Bottles of 100 (RxPak*»  NDC 0002-0361-02(TA1890)

Darvocet-N® Tablets (No. 1893) are available in:

The 100 mg tablets are dark orange, capsule shaped, {ilm coated.
and imprinted with the seript “Lilly” on one side and
“Darvocet-N 100" on the other side of the tablet, using edible
hlack ink. They are available as follows:

Bottles of 100 (RxPak*) NDC 0002-0363-02 (TA1891)

Botties of 500 NDC 0002-0363-03 < TA189:)
D+ 100 NDC 0002-0363-33 TA1893)
ID* 500 NDC 0002-0363-43 ' TA1893)
RNf 500 NDC 0002-0363-46 : TA1893)

" All RxPaks {prascription packages, Lilly) have satety closures.
+iderti-Dose® {(unit doss medication, Lilly).
tRevarse-numbered package.
Store at controiled room temperature, 59" to 86°F 115° to 30°C).
CAUTION—Federal {USA) law prohibits dispensing without
prescription.
The following information, including description of dosage
forms and the maximum dnily dosage of each, is available to
patients receiving Darvon products.

Patient Information Sheet
YOUR PRESCRIPTION FOR A DARVON® ‘H
{(PROPOXYPHENE) PRODUCT
Summary

Products containing Darvon are used to relieve pain.

LIMIT YOUR INTAKE OF ALCOHOU WHILE TAKING
THIS DRUG. Mnke sure your doctor knews if you are taking
tranquilizers, sleep aids, antidepressants, antihistamines, or any
other drugs that make you sleepy. Combining propoxyphene with
aleohal or these drugs in excessive doses is dangernus.

Use care while driving a car or using machines until you see how
the drug affects you becnuse propoxyphene can make you slespy.
Do not take more of the drug than vour doctor prescribed. Depen-
dence has nccurred when patients have taken propoxvphene lor a
long period of time at doses greater than recommended,

The rest of this lfeaflet gives you more information about
propoxyphene. Please read it and keep it for future use.

Usaes of Darvon

Products containing Darvon are used for the relief of mild to mind-
erate pain. Products that contain Darvon plus aspirin or
acetaminophen are prescribed for the relief of pain or pain associated
with {ever,

Before Taking Oarvon

Make sure your doctor knows if ypu have ever had an allergic
reaction to propoxyphene, aspirin, or acetaminophen. Some forms
of propoxyphene products contain aspirin to help refieve the pain.
Your doctor should be advised if you have a history of ulcers or if
you are taking an anticoagulant *blood thinner™. The aspirin
may irritate the stomach lining and may cause bleeding, particu-
larly if an ulcer iz present. Also. hleeding may nccur if you are
taking an anticoagulant. Tn a small group of penpie, aspirin may
cause an asthma attack. If you are one of these penpie, he sure
your drug does not contain aspirin.

The effect of propoxyphene in pediatrie patients under 12 has
not been studied. Therefore, uge of the drug in this age group is
not recommended,

Alsa, due to the possible association between aspirin and Reye
Syndrome, those propoxyphene products containing aspirin
should not be given to children, including teenagers. with chicken
pox or {lu unless prescribed by a physician. The following
propoxyphene product contains aspirin:

Darven® Compound-65 (Propoxyphene Hydrochloride, Aspirin.

and Caffeine, USP)

How to Take Darvon
Follow yoar doctor’s directions exactly. Do not incrense the
amount you take without your doctar's approval. If ypu miss u
dose of the drug, do not take twice as much the next time.

Pregnancy
Do not take propoxyphene dyring premnancy unless vour doctor
knows you are pregnant and specifically recommends its use.
Cases of temporary dependence in the newhorn have accurred
when the mother has taken propoxyphene consistently in the
weoks before delivery. As a generai principle, no drug should be
taken during pregnancy unless it is clearly necessary.

v
1

General Cautions

Heavv ure of aleohol with propoxyphene is hazardous and may
tead te overdosage symptoms (see ‘*Overdose” helow). THERE-
FORE, LIMIT YOUR INTAKE OF ALCOHOL WUILE TAK-
NG PROPOXYPHENE.,

(‘smbinations of vxcessive doses of propoxyphene, aleohol, and
tranquilizers are dangerous. Make sure your doctor knows if you
are taking tranquilizers. sleep aids. antidepressant drugs. aoti-
histamines, or any other drugs that make you sleepy. The use of
these drugs with propoxyphene increases their sedative effects
and may lead to overdosage symptoms. including death tser
“Overdase” below).

Prapaxyphene may rause drowsiness or impair your mental
and/or physical abilities; therefore, use caution when driving n
vehicle or cperating dangernus machinerv. DO NOT perform any
hazardous task until vou have seen vour response to this drug.

Propoxyphene may increase the concentration in the body of med-
ications. such as anticoagulants "hlood thinners™), antidepressants,
or dmgs used for epilepsy. The result may he excessive or adverse
effects of theze medications. Make sure ynur doctor knows i you are
taking any of these medications.

Dependence

You can hecome dependent on propoxyphene if you take it in
higher than recommended doses over a long period of time
Dependence is a feeling of need for the drug and a feeling that
you cannot, perform nornmally without it.

Overdose

An overdose of Darvon. alone or in combination with other
drugs. iacluding aleohol. mayv cause weakness, difficulty in
hreathing, confusion, anxiety, and more severe drowsiness and
dizziness. Extreme overdosage may fead to unconsciousness and
death.

If the prapoxyphene product containg acetaminophen. the over-
dosage symptoms include nausea. vomiting, lack of appetite. and
abdominal pain. Liver damage may nccur even after symptoms
disappear. Death can occur doys later.

When the propoxvphene product contains aspirin, symptoms of
taking too much of the drug are headache, dizziness. ringing in
the ears, difficulty in hearing, dim vision, confusion. drawsiness,
sweating, thirst, rapid breathing, nausea, vomiting, and.
oceasionally, diarrhea.

In any suspected overdosage situation. contact your doctor nr
nearest hospital emergency room. GET EMERGENCY HELP
[MMEDIATELY.

KEEP THIS DRUG AND ALL DRUGS OUT OF THE
REACH OF THE PEDIATRIC POPULATION.

Possible Side Eects

When propoxyphene is taken as directed. side cffects are infre-
quent. Arnong those reported are drowsiness, dizziness. nausea, and
vomiting. If these effects nccur, it may help il you lie down and rest.

Less frequently reported side effects are constipation. abdominal
pain, skin rashes. lightheadedness, headache, weakness, hallucina-
tinns. miror visual disturbances, and feelings of elation ar discomfort.

1f side effects occur and coneern you, contact your doctor,

Other Information

The sofe and effective use of propoxyphiene depends on your
taking it exactly as dirceted. This drug has been prescribed
speeifically for you and vour present condition. Da not give this
drug to nthers who may have similar symptoms. Do not use it lor
any other reason.

If vou would like more information about propoxyphene, sk
vour doctor or pharmacist. They liave a mare technical Jeatlet
tprafessional labeling) you may read.

Selacted Darvon Products
Mayimum
Daity
Dosage @

8 Dark Orange, Capsule Shaped, DARVOCET-N® 100
Film Coateg Tablets imprinted Propoxyphene Mapsviate
with Scnpt “Lilly” on the one side  and Acelammophen
and "Darvocet-N 160" a0 the Tablets
othar, using edible black ink

& Parabolic-Shaped Capsules DARVON® COMPOUND-65 @
Imprinted with Script " Lilly™ Propoxypheng Myrfrochioride
and “31117 an the opaque Aspinn, and Cafleine
gray cap and "Darvon Comp 65" Puivules®
on the opague red borty,
using sdible black ink

L Parabolic-Shaped Capsules DARVON™ @
Impnnted with Script “Lilly Propoxyphene Hydrochinnde
and "HOJ™ an the opaque Puylvyies, 65 my

pink cap and "Darvon” on
the opaque pink body, using
edible black ink

Literatura revised November 11, 1997

EL! LILLY AND COMPANY
M,l:ndianapolls, IN 46285, USA
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ATTACHMENT B



PROPOXYPHENE NAPSYLATE AND ACETAMINOPHEN
TABLETS/CAPSULES USP ™

(100 MG/500 MG)
{
Crv
Rx Only
Code 000000
Rev. 05/00
DESCRIPTION

. (Propoxyphene Napsylate and Acetaminophen) is supplied in tablet or capsule form for oral
administration.

Each tablet/capsule contains:

Propoxyphene Napsylate USP . ...... ... .. .. ... c..coiioit. 100 mg
Acetaminophen USP ...... .. ... ... . i 500 mg

Active Ingredients:  Propoxyphene Napsylate and Acetaminophen
Inactive Ingredients: Amberlite, Cellulose, F D & C Yellow #6, Magnesium Stearate, and
Stearic Acid.

Propoxyphene Napsylate USP is an odorless, white crystalline powder with a bitter taste. It is
very slightly soluble in water and soluble in methanol, ethanol, chloroform, and acetone.
Chemically, itis (@S, 1R )-a-[2-(Dimethylamino)- 1-methylethyl]-a-phenylphenethyl propionate
compound with 2-napthalenesulfonic acid (1:1) monohydrate, which can be represented by the
accompanying structural formula.

1 SO.H
CEH3 OEC"'sz //\ \1
(CH,) NCH,— C—C—CH, . | * H,0
o NN 7
H
C,,H,)NO,*C,H;0,5°H,0 M.W.=1565.72

Propoxyphene Napsylate differs from propoxyphene hydrochloride in that it allows more stable
liquid dosage forms and tablet formulations. Because of differences in molecular weight, a dose
of 50mg (88.4 umol) of propoxyphene napsylate is required to supply an amount of
propoxyphene equivalent to that present in 32.5 mg (86.5.mol) of propoxyphene hydrochloride.

Acetaminophen (4'-hydroxyacetanilide), a slightly bitter, white, odorless, crystalline powder, is
a non-opiate, non-salicylate analgesic and antipyretic. It has the following structural formula:

HO@NHCOCH3

CHyNO, M.W.=151.17



CLINICAL PHARMACQLOGY

Propoxyphene is a central.  :ting narcotic analgesic agent. Equim¢ ~ doses of propoxyphene
hydrochloride or napsylate provide similar plasma concentrations. Foilowing administration of
65,130, or 195 mg of propoxyphene hydrochloride, the bioavailability of propoxyphene is
equivalent to that of 100, 200, or 300 mg respectively of propoxyphene napsylate. Peak plasma
concentrations of propoxyphene are reached in 2 to 2 % hours. After a 100-mg oral dose of
propoxyphene napsylate, peak plasma levels of 0.05 to 0.1 «g/mL are achieved. As shown in
Figure 1, the napsylate salt tends to be absorbed more slowly than the hydrochloride. At or near
therapeutic doses, this absorption difference is small when compared with that among subjects

and among doses.

Figure 1: Mean plasma concentrations of propoxyphene in 8 human
subjects following oral administration of 65 and 130 mg of the
hydrochloride salt and 100 and 200 mg of the napsylate salt and
in 7 given 195 mg of the hydrochloride and 300 mg of the
napsylate salt.

Figure 1
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Because of this several hundredfold difference in solubility, the absorption rate of very large
doses of the napsylate salt is significantly lower than that of equimolar doses of the

hydrochlorde.

Repeated doses of propoxyphene at 6-hour intervals lead to increasing plasma concentrations
with a plateau reached after the ninth dose at 48 hours.

Propoxyphene is metabolized in the liver to yield norpropoxyphene. Propoxyphene has a half-
life of 6 to 12 hours, whereas that of norpropoxyphene is 30 to 36 hours.

Norpropoxyphene has substantially less central-nervous-system-depressant effect than
propoxyphene but a greater local anesthetic effect, which is similar to that of amitriptyline and
antiarrhythmic agents, such as lidocaine and quinidine.

In animal studies in which propoxyphene and norpropoxyphene were continuously infused in
large amounts, intracardiac conduction time (PR and QRS intervals) was prolonged. Any
intracardiac conduction delay attributable to high concentrations of norpropoxyphene may be of
relatively long duration.

ACTIONS
Propoxyphene is a mild narcotic analgesic structurally related to methadone. The potency of

propoxyphene napsylate is from two thirds to equal that of codeine.

Propoxyphene Napsylate and Acetaminophen Tablets/Capsules provide the analgesic activity of
propoxyphene napsylate and the antipyretic-analgesic activity of acetaminophen.



The combination of propo¥yphene and acetaminophen produces greater analgesia than that
produced by either propo:. _ hene or acetaminophen administered . .e.

INDICATION
This product is indicated for the relief of mild to moderate pain, either when pain is present alone

or when it is accompanied by fever.

CONTRAINDICATIONS
Hypersensitivity to propoxyphene or acetaminophen.
WARNINGS
¢ Do not prescribe propoxyphene for patients who are suicidal or addiction-
prone.
¢ Prescribe propoxyphene with caution for patients taking tranquilizers or
antidepressant drugs and patients who use alcohol in excess.
L 4 Tell your patients not to exceed the recommended dose and to limit their

intake of alcohol.

Propoxyphene products, in excessive doses, either alone or in combination with other
CNS depressants, including alcohol, are a major cause of drug related deaths. Fatalities
within the first hour of overdosage are not uncommon. In a survey of deaths due to
overdosage conducted in 1975, approximately 20% of the fatal cases, death occurred
within the first hour (5% occurred within 15 minutes). Propoxyphene should not be
taken in doses higher than those recommended by the physician. The judicious
prescribing of propoxyphene is essential to the safe use of this drug. With patients who
are depressed or suicidal, consideration should be given to the use of non-narcotic
analgesics. Patients should be cautioned about the concomitant use of propoxyphene
products and alcohol because of potentially serious CNS-additive effects of these agents.
Because of'its added depressant effects, propoxyphene should be prescribed with caution
for those patients whose medical condition requires the concomitant administration of’
sedatives, tranquilizers, muscle relaxants, antidepressants, or other CNS-depressant
drugs. Patients should be advised of the additive depressant effects of these
combinations.

Many of the propoxyphene-related deaths have occurred in patients with previous
histories of emotional disturbances or suicidal ideation or attempts as well as histories
of misuse of tranquilizers, alcohol, and other CNS-active drugs. Some deaths have
occurred as a consequence of the accidental ingestion of excessive quantities of
propoxyphene alone or in combination with other drugs. Patients taking propoxyphene
should be wamed not to exceed the dosage recommended by the physician.

Drug Dependence

Propoxyphene, when taken in higher-than-recommended doses over long periods of time can
produce drug dependence characterized by psychic dependence and less frequently physical
dependence and tolerance. Propoxyphene will only partially suppress the withdrawal syndrome
in individuals physically dependent on morphine or other narcotics. The abuse liability of
propoxyphene is quantitatively less, and propoxyphene should be prescribed with the same
degree of caution appropriate to the use of codeine.

Usage in Ambulatory Patients

Propoxyphene may impair the mental and/or physical abilities required for the performance of
potentially hazardous tasks, such as driving a car or operating machinery. The patient should be
cautioned accordingly.



PRECAUTIONS - _—

General

Propoxyphene should be administered with caution to patients with hepatic or renal impairment
since higher serum concentrations or delayed elimination may occur.

Drug Interactions

The CNS-depressant effect of propoxyphene is additive with that of other CNS depressants,
including alcohol. As in the case with many medicinal agents, propoxyphene may slow the
metabolism of a concomitantly administered drug. Should this occur, the higher serum
concentrations of that drug may result in increased pharmacologic or adverse effects of that drug.
Such occurrences have been reported when propoxyphene was administered to patients on
antidepressants, anticonvulsants, or warfarin-like drugs. Severe neurologic signs, including
coma, have occurred with concurrent use of carbamazepine.

Usage in Pregnancy
Safe use of propoxyphene in pregnancy has not been established relative to possible adverse
effects on fetal development. Instances of withdrawal symptoms in the neonate have been
reported following usage during pregnancy. Therefore, propoxyphene should not be used in
pregnant women unless, in the judgment of the physician, the potential benefits outweigh the
possible hazards.

Usage in Nursing Mothers

Low levels of propoxyphene have been detected in human milk. In postpartum studies involving
nursing mothers who where given propoxyphene, no adverse effects where noted in infants
receiving mother’s milk.

Usage in Pediatric Patients
Safety and effectiveness in pediatric patients have not been established.

Usage in the Elderly
The rate of propoxyphene metabolism may be reduced in some patients. Increase dosing interval

should be considered.

A Patient Information Sheet is available for this product. See the text following HOW
SUPPLIED section below.

ADVERSE REACTIONS

In a survey conducted in hospitalized patients, less than 1% of patients taking propoxyphene at
recommended doses experienced side effects. The most frequently reported were dizziness,
sedation, nausea, and vomiting. Some of these adverse reactions may be alleviated if the patient
lies down. Other adverse reactions include constipation, abdominal pain, skin rashes,
lightheadedness, headache, weakness, euphoria, dysphoria, hallucinations and minor visual
disturbances.

Liver dysfunction has been reported in association with both active components of Propoxyphene
Napsylate and Acetaminophen Tablets/Capsules. Propoxyphene therapy has been associated
with abnormal liver function tests and, more rarely, with instances of reversible jaundice
(including cholestatic jaundice). Hepatic necrosis may result from acute overdose of
acetaminophen (see Management of Overdosage). In chronic ethanol abusers, this has been
reported rarely with short-term use of acetaminophen dosages of 2.5 to 10 g/day. Fatalities have
occurred.

Renal papillary necrosis may result chronic acetaminophen use, particularly when the dosage is
greater than recommended and when combined with aspirin.



Subacute painful myopathy has occurred following chronic propoxyphene overdosage.

DOSAGE AND ADMINISTRATION

This product is given orally. The usual dosage is 100 mg propoxyphene napsylate and 500 mg
of acetaminophen every 4 hours as needed for pain; not to exceed 6 tablets/capsules in 24 hours.
Consideration should be given to a reduced total daily dosage in patients with renal impairment.

MANAGEMENT OF OVERDOSAGE

In all cases of suspected overdosage, call your regional Poison Control Center to obtain the most
up- to-date information about the treatment of overdose. This recommendation is made, because,
in general, information regarding the treatment of overdosage may change more rapidly than do
package inserts. Initial consideration should be given to the management of the CNS effects of
propoxyphene overdosage. Resuscitative measures should be initiated promptly.

" Symptoms of Propoxyphene Overdosage

The manifestations of acute overdosage with propoxyphene are those of narcotic overdosage.
The patient is usually somnolent but may be stuporous or comatose and convulsing. Respiratory
depression is characteristic. The ventilatory rate and/or tidal volume is decreased, which results
in Cyamopsis and hypoxia. Pupils, initially pinpoint, may become dilated as hypoxia increases.
Cheyne-Stokes respiration and apnea may occur. Blood pressure and heart rate are usually
normal initially, but blood pressure falls and cardiac performance deteriorates, which ultimately
results in pulmonary edema and circulatory collapse, unless the respiratory depression is
corrected and adequate ventilation is restored promptly. Cardiac arrhythmias and conduction
delay may be present. A combined respiratory-metabolic acidosis occurs owing to retained CO,
(hypercapnia) and to lactic acid formed during anaerobic glycolysis. Acidosis may be severe if
large amounts of salicylates have also been ingested. Death may occur.

Treatment of Propoxyphene Overdosage

Attention should be directed first to establishing a patent airway and to restoring ventilation.
Mechanically assisted ventilation, with or without oxygen, may be required, and positive
pressure respiration may be desirable if pulmonary edema is present. The narcotic antagonist
naloxone will markedly reduce the degree of respiratory depression, and 0.4 to 2 mg should be
administered promptly, preferably intravenously. If the desired degree of counteraction with
improvement in respiratory functions is not obtained, naloxone should be repeated at 2- to 3-
minute intervals. The duration of action of the antagonist may be brief. If no response is
observed after 10 mg of naloxone have been administrated, the diagnosis of propoxyphene
toxicity should be questioned. Naloxone may also be administrated by continuous intravenous
infusion.

Treatment of Propoxyphene Overdosage in Pediatric Patients

The usual initial dose of naloxone in pediatric patients is 0.01 mg/kg body weight given
intravenously. If this dose does not result in the desired degree of clinical improvement, a
subsequent increased dose of 0.1 mg/kg body weight may be administered. If an IV route of
administration is not available, naloxone may be administered IM or subcutaneously in divided
doses. If necessary, naloxone can be diluted with Sterile Water for Injection.

Blood gases, pH, and electrolytes should be monitored in order that acidosis and any electrolyte
disturbance present may be corrected promptly. Acidosis, hypoxia, and generalized CNS
depression predispose to the development of cardiac arrthythmias. Ventricular fibrillation or
cardiac arrest may occur and necessitate the full complement of cardiopulmonary resuscitation
(CPR) measures. Respiratory acidosis rapidly subsides as ventilation is restored and hypercapnia
eliminated, but lactic acidosis may require intravenous bicarbonate for prompt correction.

Electrocardiographic monitoring is essential. Prompt correction of hypoxia, acidosis, and
electrolyte disturbance (when present) will help prevent these cardiac complications and will




increase the effectiveness of agents administered to restore normal cardiac function.

= e

In addition to the use of a ..4rcotic antagonist, the patient may requ.. v careful titration with an
anticonvulsant to control convulsions. Analeptic drugs (for example, caffeine or amphetamine)
should not be used because of their tendency to precipitate convulsions.

General supportive measures, in addition to oxygen include, when necessary, intravenous fluids,
vasopressor-inotropic compounds, and, when infection is likely, anti-infective agents. Gastric
lavage may be useful, and activated charcoal can adsorb a significant amount of ingested
propoxyphene. Dialysis is of little value in poisoning due to propoxyphene. Efforts should be
made to determine whether other agents, such as alcohol, barbiturates, tranquilizers, or other
CNS depressants, were also ingested, since these increase CNS depression as well as cause
specific toxic effects.

Symptoms of Acetaminophen Overdosage

Shortly after oral ingestion of an overdose of acetaminophen and for the 24 hours, anorexia,
nausea, vomiting, diaphoresis, general malaise and abdominal pain have been noted. The patient
may then present no symptoms, but evidence of liver dysfunction may become apparent up to
72 hours after ingestion, with elevated serum transaminase and lactic dehydrogenase levels, an
increase in serum bilirubin concentrations, and a prolonged prothrombin time. Death from
hepatic failure may result 3 to 7 days after overdosage.

Acute renal failure may accompany the hepatic dysfunction and has been noted in patients who
do not exhibit signs of fulminant hepatic failure. Typically, renal irnpairment is more apparent
6 to 9 days after ingestion of the overdose.

Treatment of Acetaminophen Overdosage

Acetaminophen in massive overdosage may cause hepatic toxicity in some patients. /n all cases
of suspected overdose, immediately call your regional poison center or the Rocky Mountain
Poison Center’s toll-free number (800) 525-6115 for assistance in diagnosis and for directions
in the use of N-acetylcysteine as an antidote.

In adults, hepatic toxicity has rarely been reported with acute overdoes of less than 10 g and
fatalities with less than 15 g. Importantly, young children seem to be more resistant than adults
to the hepatotoxic effect of an acetaminophen overdose. Despite this, the measures outlined
below should be initiated in any adult or pediatric patients suspected of having ingested an
acetaminophen overdose.

Because clinical and laboratory evidence of hepatic toxicity may not be apparent until 48 to 72
hours postingestion, liver function studies should be obtained initially and repeated at 24-hour
intervals.

Consider emptying the stomach promptly by lavage or by induction of emesis with syrup of
ipecac. Patients’ estimates of the quantity of a drug ingested are notoriously unreliable.
Therefore, if an acetaminophen overdose is suspected, a serum acetaminophen assay should be
obtained as early as possible, but no sooner than 4 hours following ingestion. The antidote, N-
acetylcysteine, should be administered as early as possible, and within 16 hours of the overdose
ingestion for optimal results. Following recovery, there are no residual, structural, or functional
hepatic abnormalities.

ANIMAL TOXICOLOGY

The acute lethal doses of the hydrochloride and napsylate salts of propoxyphene were determined
in 4 species. The results shown in Figure 2 indicate that, on a meiar basis, the napsylate salt is
less toxic than the hydrochloride. This may be due to the relative insolubility and retarded
absorption of propoxyphene napsylate.
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Figure 2
ACUTE ORAL TOXICITY OF PROPOXYPHENE

LD, (mg/kg) + SE
LD, (mmol/kg)
Propoxyphene Propoxyphene

Species Hydrochloride Napsylate
Mouse 282 + 39 915+ 163

0.75 1.62
Rat 230+ 44 647 + 95

0.61 1.14
Rabbit ca 82 >183

0.22 >0.32
Dog ca 100 >183

0.27 >0.32

Some indication of the relative insolubility and retarded absorption of propoxyphene napsylate
was obtained by measuring plasma propoxyphene levels in 2 groups of 4 dogs following oral
administration of equimolar doses of the 2 salts. As shown in Figure 3, the peak plasma
concentration observed with propoxyphene hydrochloride was much higher than that obtained
after administration of the napsylate salt.

Although none of the animals in this experiment died, 3 of the 4 dogs given propoxyphene
hydrochloride exhibited convulsive seizures during the time interval corresponding to the peak
plasma levels. The 4 animals receiving the napsylate salt were mildly ataxic but not acutely ill.

Figure 3: Plasma propoxyphene concentrations in dogs following large
doses of the hydrochloride and napsylate salts.
Figure 3
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HOW SUPPLIED
(Propoxyphene Napsylate and Acetaminophen Tablets/Capsules USP)
(Containing 100 mg propoxyphene napsylate and 500 mg Acetaminophen)



PATIENT INFORMATION

st

Uses of Propoxyphene

Products containing Propoxyphene are used for the relief of mild to moderate pain. Products that
contain propoxyphene plus acetaminophen are prescribed for the relief of pain or pain associated
with fever.

Before Taking Propoxyphene

Make sure your doctor knows if you have ever had an allergic reaction to propoxyphene or
acetaminophen. The effect of propoxyphene in pediatric patients under 12 has not been studied.
Therefore, use of the drug in this age group is not recommended.

How to Take Propoxyphene
Follow your doctor’s directions exactly. Do not increase the amount you take without your
doctor’s approval. If you miss a dose of the drug, do not take twice as much the next time.

Pregnancy

Do not take propoxyphene during pregnancy unless your doctor knows you are pregnant and
specifically recommends its use. Cases of temporary dependence in the newborn have occurred
when the mother has taken propoxyphene consistently in the weeks before delivery. As a general
principle, no drug should be taken during pregnancy unless it is clearly necessary.

GENERAL CAUTIONS

Heavy use of alcohol with propoxyphene is hazardous and may lead to overdosage symptoms
(see OVERDOSE below), THEREFORE, LIMIT YOUR INTAKE OF ALCOHOL WHILE
TAKING PROPOXYPHENE.

Combinations of excessive doses of propoxyphene, alcohol, and tranquilizers are dangerous.
Make sure your doctor knows if you are taking tranquillizers, sleep aids, antidepressant drugs,
antihistamines, or any other drugs that make you sleepy. The use of these drugs with
propoxyphene increases their sedative effects and may lead to overdosage symptoms, including
death (See OVERDOSE below).

Propoxyphene may cause drowsiness or impair your mental and/or physical abilities; therefore,
use caution when driving a vehicle or operating dangerous machinery. DO NOT perform any
hazardous task until you have seen your response to this drug.

Propoxyphene may increase the concentration in the body of medications, such as anticoagulants
(“blood thinners”™), antidepressants, or drugs used for epilepsy. The result may be excessive or
adverse effects of these medications. Make sure your doctor knows if you are taking any of these
medications.

DEPENDENCE

You can become dependent on propoxyphene if you take it in higher than recommended doses
over a long period of time. Dependence is a feeling of need for the drug and a feeling that you
cannot perform normally without it.

OVERDOSE

An overdose of propoxyphene, alone or with other drugs, including alcohol, may cause
weakness, difficultly in breathing, confusion, anxiety, and more severe drowsiness and dizziness.
Extreme overdosage may lead to unconsciousness and death.

If the propoxyphene product contains acetaminophen, the overdosage symptoms include nausea,
vomiting, lack of appetite, and abdominal pain. Liver damage may occur even after symptoms
disappear. Death can occur days later.



In any suspected overdosage situation, contact your doctor or nearest hospital emergency room.

B

GET EMERGENCY HEL MMEDIATELY.
KEEP THIS DRUG AND ALL DRUGS OUT OF THE REACH OF CHILDREN.

POSSIBLE SIDE EFFECTS

When propoxyphene is taken as directed, side effects are infrequent. Among those reported are
drowsiness, dizziness, nausea, and vomiting. If these effects occur, it may help if you lie down
and rest. Less frequently reported side effects are constipation, abdominal pain, skin rashes,
lightheadedness, headache, weakness, hallucinations, minor visual disturbances, and feelings of
elation or discomfort. If side effects occur and concem you, contact your doctor.

OTHER INFORMATION

The safe and effective use of propoxyphene depends on your taking it exactly as directed. This
drug has been prescribed specifically for you and your present condition. Do not give this drug
to others who may have similar symptoms. Do not use it for any other reason.

If you would like more information about propoxyphene, and ask your doctor or pharmacist.
They have a more technical leaflet (professional labeling) you may read.

Dosage Form: Tablets and Capsules
Shape, Color, and Scoring: To be determined.
Storage: Store at 15° - 30°C (59°- 86°F) See USP.

Dispensing: Dispense in a tight, light-resistant container with a child-resistant closure.

Manufactured by:
MIKART, INC.
Atlanta, GA 30318

Rev. 5/00 Code 000000
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SIDE BY SIDE INSERT COMPARISON

REFERENCE “™ PROPOSED

[,\ PROPOXYPHENE NAPSYLATE WD ACETAMINOPHEN
i TABLETS/CAPSULES USP

/\ (100 MG/S00 MG)
Crv

DARVOCET-N®
DARVOCET-N® 100

PROPOXYPHENE NAPSYLATE ANO
ACETAMINCPHEN TABLETS, Usp

-

and

! Rx Only ‘
| g%—_l@:]\@

DESCRIPTION
(Propoxyphene Naps:tate ind Acstaminophen) is supplied in ablet or capswie “orm tor oral

Jdmimstration,

Each tablet/capsule contairss:

DESCRIPTION
Darvon-N® 1Propoxyphene Napsylate, USP is an ndoriess, Propoxyphene Napsvlate USP ... .. ... ... .o 100 mg
white crvstalline powder with a bitter taste. [t is very slightlv sol- Acetaminopnen USP ... ... .. [ L. L. ¥ my

uble in water and soluble in methanol. *thanoi. chloroform. and
Chemically, it is (@5.1R-x-{2- Dimethylamino-1-
methylethyll-a-phenylphenethyl propionate compound with
2-naphthalenesulfonic ucid +1:1) monohydrate. which can be rep-

acetone,

Acuve Ingredients:  Propoxiphene Napsviate and .Acetaqunophicn
nacuve [ngrediemis:  Amberlite, Cellulose. F D & C Yellow 26, Magnesium Siearate. .nd

resented bv the accompanying <tructural formuta. Its molecular Steartc Acid.
weight is 365.72.

P:opoxyphene Napsviate USP s an odorfess. white crustaliine powder with a huiter tasie. It s

H SO, H verv slightly solubie 1 water and soluble :n methanol. sthano:. :hiorotorm. ind scstone.
QH, OCC,H, ~ Chemicaily, itistnS, 1R }=u-72 « Dimethylamino - 1 -methvlethyt]~:-oheny iphenethe i nropronate
R U N = zompound with 2-napthalenesulfonic acid (1:1) monohyvdrate. which can be represented vy the
{CH ) NCH,— G~ C = CH; . i e .0 ccompanyi " ¥
B H panving structural formula.
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J 50.H
R CH, OCC.A ?
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Propoxyphene napsylate differs from propoxyphene hydrochlo- RN
ride wn that it allows more stable liquid dosage forms and tabiet 5( v
{ormulations. Because of differences in molecular "veight. a Aose \%
af 100 mg '176.8 pmoli of propoxyphene napsylate is required 1o
supply an amount of propoxyphene equivalent to that present in CorH o NOLCo o H 3.5 H.O MV = S5 1
&5 mg + 172.9 pmol) of propoxyphene hydrochloride. N N 3HCC e O:5 : b
Ach rablet of Darvocer-N 30 contains 50 mg (38.3 umel . : - . ,
sropoxyphene napsylate and 325 mg 12,150 umol) acetaminophen. 5 Pmpoxyphenev.\aps;. ‘ate n}lmcr.s from p_mpox',phene ny dmihlonde in shat alfows more siable
Each tablet of Darvocet-N 100 contains 100 mg - 176.8 umel) fiquid dosage torms and tablet formulations. Because ofdifferences in molecular weight. & oose
propox; phene nupsylate and 650 mg (4,300 pmol) acetaminophen. of 0my 38.4 .mol) uf propoxyphene napsviate 's zquired o supply n amount Of
e e .
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¢ R 4 TG 5€, > 17
No. 5. magnesium stearate, stearic acid, ttanium dioxide, and

propoxvphene equivalent 1o that present in 2 2.3 my ($6.5..moi) or propo ¥y phene hydrochionds.

ather inactive ingredients. - - - — - -
CLINICAL PHARMACOLOGY Acctamimophen { 4'-hydroxvacetamlide, a slightly bitter, white, odorless., srvstalline powder. |
Propoxvphene is a centrally acting narcotic analgesic agent. 4 non-opiate, aon-salicyizte analgesic and annpyresic. It has the ollowing sructural formulayy
Equimolar doses of propoxyphene hydrochloride or napsylate pro- |
vide similar plasma concentrations. Foillowing admlqrstrnt:tl)nbo]f i
#5, 13D. or 195 mg of propoxyphene hvdrochioride. the picavailabil- ” ‘/ >—NI~ Cack
ity of propoxvphene is equivalent to that of 100. 200. or 300 mg ) e C 3
respectivelv of propaxyvphene napsylate. Peak plasma concentra- pdy
tions of propoxyphene are reached in 2 to 2 U2 hours. After u
100-mg oral dose of propoxyphene napsviate. peak plasma levels of C HNO. MV =15
0.05 to 0.1 ug/mL are achieved. As shown in Figure 1. *he napay- -
late salt rends to be absorhed more siowly than the hy\‘imthunde. L
At ur neur therapeutic doges. this absorption difference is smait —
when compared with that dfmong subjects and among df:es. b CLINICAL PHARMACOLOGY
Flgu;:ci,‘,\'!:ag:gs‘;n :;;ng;n;r:\ﬁ:\::ao:)g:‘n;:?;ignfﬁirrlrm. i:m»’{h:‘he Propoxyphene is a centrally acting narcotic analgesic agent. Equimolar doses of propoxy phene
J)wd_mc.hjuride salt and 100 and 200 mg of the napsylate ~ait and m hydrochlonide or napsylate provide similar plasma concentrations. Followiny admintstration of’
7 gven 195 mg of the hydrochioride and J00 mg of the napsvlate 63.130. or 195 mg ol propoxyphene hiydrochloride, the bioavailability of nropoxyphene ‘s
salt. equivaient to that of 100, 200, or 300 mg respectively of propoxyphene napsyvlate. Peak plusma

Mexn Plusinu Proganyphiene Concautin ba/ 4

Because of this several hundredfoid difference in solumh‘ty, the
absorption rate of very large dogeg of the napsylate salt is sigmfi-
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Figure 1 coneenirations of propoxyvphene are reached in 2 to 2 % hours. After a4 100-myg oral dose of

propoxyphene napsylate, peak plasma levels o 0.05 10 0.1 .grml are uchieved. As shown in
Figure 1, the napsvlate salt tends 10 be absorbed more slowiy than the hvdrochlonde. At or near
therapeutic doses. chis absorption difference 1s small when compared with that among subjects
and among Joses.

¥
w
Figure 1: Mean plasma concentrations or propoxyphene m 3 human
3 subjects following oral administration of 63 and 130 myg or the
. hydrochloride salt and 100 and 200 mg of the naps) fate sait und
in 7 given 195 mg of the hydrochioride and 300 my ot the
napsylate salt,
e i Figure 1
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cantly lower than that of equimolar doses of the hydrochloride. . /; . . :
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Because of this several hundredfold difference in solubility, the absorpuion rate of very large
doses of the napsviate salt is significantly jower than that of zquimolar Joses of the
hydrochlornde.
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Repeated doses of propoxyphene at B-hou, ..cervals lead ‘o
increasing plasma concentrations. with a plateau after the ninth Repeated doses of prepoxyphene at 6-hour intervals lead to increasing piasma concentranons

rose at 48 hours. : R
Propoxychene ts metabolized in the liver to vield nor- with a plateau reachec: after the ninth dose ar 48 hours.

propoxyphene. Propoxyphene has a half-life of 6 to 12 hours,

wf{lereas that pfﬁnnrp?poxypbhene i3 lil() t;) 36 hours. . Propoxyphene is metabolized in the liver 10 yield norpropoxyphene. Propoxyphene has a hali-
Norpropoxyphene has substantially less central-nervous-svs- life 012 3 ’

rem-depressant «ifect than propoxyphene hut a greater local ¢ 0f6 to 12 hours, whereas that of norpropoxyphiene is 30 to 36 hours.

anesthetic effect, which is stimilar to that of amitriptvline and .
ntiarrhythmic agents, such s lidocaine and yuirudine. Norpropoxyphene has substanually less central-nervous-system-depressant ztfect than

{n animal studies in which propoxyphene and norpropoxyphene propoxyphene but a greater local anesthetic etfect, which is similar to that of amitriptyline and
welre continuously infused in large amounts, intracardiac conguc- antiarthythmic agents. such as lidocaine und quinidine ’
cion time ' PR and QRS intervals) was prolonged. Any intracar- '
diac conduction delay attributable 0 high concentrations of not-

Topaxvphene may he of reiatvely lone duranon. In animal studies in which propoxyphene and norpropoxyphene were conunuously infused in

ACTIONS large amounts, intracardiac conduction time (PR and QRS intervals) was protonged. Any
. intracardiac conduction delay attmnbut hi i § 1 ; i
Propoxyphene is a mild narcoric analgesic structurally related < v artributable to high concentrations of norpropox yphene may be of

to methadone. The potency of propoxyphene napsyiate 1s from relatively long duration.
3 i that of codeine, ‘\
Darvacet-N 50 and Darvocet-N 10d provide the analgesic activity ) ACTIONS
8 Propoxyphene s a mild narcotic analgesic structurally related to methadone. The potency of

of propoxyphene Napsylate an: tipyretic-analgesic activity of
acetaminophen. \’/ propoxyphene napsy'ate is from two thirds to cqual that of codeine.

The combination of propoxyphene and acetaminophen produces

greater analgesia than that produced by either propoxyphene or - - .
acetaminophen administered alane. Vs + Propoxyphene Wapsy late and Acetaminophen Tablets. C. apsulef provide the analgesic activity of
INDICATION | propoxyphene napsylate and the antipyretic-analgesi® activily of acetaminopien.
ese ucts]are indicated for the relief of mild to moderate Ci
pHIR. elther when pain Ori§ Or WHET 1L 18 acehmpanied / The combination of propoxyphene and acetamirophen produces greater analgestu than that
by fever. 7 produced by either propoxyphene or acetaminophen administered alone. ’
CONTRAINDICATIONS -

Hypersensitivity to propoxyphene or :cetaminophen. INDICATION
is indicated for the relief of mild to maderate pain, cither when pain 1s present alone
WARNINGS ' =l p
* Do not prescribe propoxyphens for patients who are or when it 1§ dccompamed by fever,
suicidal or addiction-prone.
* Prescribe propoxyphene with caution for patients CONTRAINDICATIONS
taking tranquilizers or antidepressant drugs and Hypersensitivity to propoxyphene or acetaminophen.
patients who use aicohol in excess.
* Tefl your p not to d the r ded
doese and to limit their intake of aicohot, WARNINGS
Propoxyphene progiucts in excessive doses, either alone
3;’:,,,?“;‘,‘;":?:;;‘2:::‘3} % ?:gﬁ;::mfc;}::,“l\f | * Do not prescribe propoxyphene for patients who are suicidal or addiction-
ties within the first hour of oveidosage are not uncom- § prone.
mon. In a survey of deaths due to overdosage conductad * j ' i f taking t ili
in 1975, in approximately 20% of the fatal cases, death | Preisdcnbe propox}phenedwnhlcnutlon or p.a:ie:!sl _akim‘; ranquilizers or
sceurred within the first hour (5% occurred within 15 ! antidepressant drugs and patients who use alcohof in excess.
minutes). Propoxyphene should not be taken in doses ¢ Tell your patients not to exceed the recommended dose and to limie their
higher than those recommended by the physician. The | intake of alcoboi.
)sl:?;c:fs?o}; this dl;‘:gg ‘le‘n‘.’hm;?:txizgr;nweh: aerﬂesxeizg;‘els:dt };: Propoxyphene products. in excessive doses, cither alone or in combination with other
CNS uepressants. including alcohol. are a major cause of drug related deaths. Fatalities

suicidal. consideration should be given to the use of non- ] S d 2
narcotic analgesics. Patients should be cautioned about within the first hour of overdosage are not uncommon. In a survey of Jeaths due to

the concomitant use of pmpo‘:ypheneqpmdpc_u and aleo- overdosags conducted in 1975. approximately 20% of the tatal cases, death uccurred
hol bacause of potentially serious CNS-additive effects of within the first hour (5% occurred within 15 minutes). Propoxyphene should nut be
these agents. Because of its added depressant effects, . b : The iudi i
propoxyphene should be prescribed with caution for those taken in Joses tugher than those recommended by the physician. ~The judicious

prescribing af propoxyphene 15 essential 1o the sate use of this drug. With patients who

patients whose medical condition requires the concomi-
tant administration of sedatives. tranquilizers, muscle are depressed or suicidal, consideration should be given 1o the use of non-narcotic

relaxants, antidepressants. or ither CNS-depressant analgesics. Patients should be cautioned about the concomitant use of propoxyphene,
g‘:unf:ﬂl:‘ze:;:hizuggmbﬁ::&ﬁ of the additive depres- products and alcoho) because of potentiaily serious CNS-additive elfecg of these agents.
Many of the prapoXyphena-related deaths have Because of'its added depressant effects. propoxyphene should be prescnbed with caution
accurred in patients with previous histories of emotional for those patients whose medical condition requires the concomitant administration of|
disturbances or suicidal ideation or attempts as well as sedatives, tranquilizers. muscle relaxants, antidepressants, or other CNS-uJepressant
}[‘:?x"sm;’:;v"f dﬁ:fg’;é'{gﬁlﬁg" ):v):m ;“:c‘;“;" drugs. Patients should be advised of the additive depressant effects of these

q of the dccidental ingestion of ive quantities combinations.
of propoxyphene alone or in combination with other Many of the propoxyphene-celated deaths have occurred 1n patients with previous
drugs. Patients taking propoxyphene should be warned histories of emoucnal Jisturbances or suicidal ideation or attempts as weil as histories
not to exceed the dosage recommended by the physician of misuse »f tranquifizers. alcohol, und other CNS-active drugs. Some deaths 1ave
éﬁgﬂm::ﬁ%ﬁ?;:%d: ﬁﬁi::e?a;n p%ﬁ:[g:;g occurred as 1 consequence of the iccidental ingestion o‘!’ exccs;ive quantities of]
: y propoxyphene alone or in combination with other drugs. Parients taking prepoxyphene

dependerte charactérized by psychic dependence and, less fre-

quently, physical dependence and tolerance. Propoxyphene will

only partially suppress the withdrawal syndrome in mmdxvxd:als
i i tics. abus

physicaily dependent on morphine or other narcotics. The abuse Drug Dependence

liability of propoxyphene is qualitatively similar to that of codeine ) ) » .
aithough quantitatively less, and propoxyphene should be pre- Propoxyphene. when taken in higher-than-recommended doses over long perious of "ime can

should be warried not (0 exceed the dosage recommended by the physician.

scribed with the same degree of caution appropriate to the use of produce Jrug dependence characterized by psychic Jependence and less frequentiy physical
C°‘,’°i“°- i Ambulatory Patients—Pro hene may impatr the dependence and tolerance. Propoxyphene will only partially suppress the witharawai syndrome
m:::ageal:d)or pll:yzi'c)gl, agilﬁiets mqm;:oedxy};r the pe}fr;rmance of in individuals phvsrcnlgy dependent on motphine or o!hej narcolics. th abuse tablity of
potenciaily hazardous tasks, such as driving a car or operating propoxyphene is quantitatively less, and ‘propo_xn)henc snould be prescribed with the same
machinery. The patient should be cautioned accordingly. degree of caution uppropriate 1o the use of codeine.

Usage in Ambulatory Patients

Propoxvphene may impair the mental and/or physical abilities required for the performance o r
potentsally hazardous tasks, such as driving a car ot operating machinery. The patient should be
cautioned accordingly.



S"DE BY SIDE INSERT COMPARISC=*

REFERENCE

PRECAUTIONS

Ggueml—_—ﬁopoxyphene should be administered with caution o
patients with hepatic or renal impairment since higher serum
cugcenn;attmnslqr dala%;d Elimination may oecur.
. Jrug interoctions—The CNS-depressant effect of propoxvphen
is additive with that of other CNS depressants, inclu‘:linpgo a‘lygxki’ml.e

As is the cass with many medicinal agents, propoxvphene may
slow the metabolism of a concomitantly administered drug.
Should tbuoomr the higher serum concentrations of that drug
may result in increased pharmacologic or adverse effects of that
drug. Suqh Joccurrences have been reported when propoxyphene
was administered to patients on antidepressants, anticonvui-
sants, or warfarin-like drugy. Severe neurologic signs, including
coma, have occurred with concurrent use of carbamazepinae,
Usage in Pregnancy—Safe use in pregnancy has not been estab-
lished relative to possible adverse »ffects on fetal development.
Instances of withdrawal symptoms in the neonate have been
reported following usage during pregnancy. Therefore,
pr:poxyp'he;::h sh;:ld not be ;:ed in pregnant women unless, in the
jurdgment of the sician, t tential benefits outweigh t
sible hazards g P UEHELEN the pos

Usage in Nursing Mothers—Low levels of propoxyphene have
been_dewcted in human milk. In poutpartung stuc,i(iey‘; involving
nursing mothers who were given propoxyphene, no adverse
effects were noted in infanta receiving mother's milk.

Usage in Pediatric Patients—Safety and effectiveness in pedi-
atric patients have not been estabiished.

Usage in the Elderly—The rate of propoxyphene metabolism
may be reduced in some patients. Increased dosing ‘nterval
should be considered.

A Patient Information Sheet is available for this prnduct. See
text following “How Supplied” section beiow.

ADVERSE REACTIONS

In a survey conducted in hospitalized patients, less than 1% of
patients taking propoxyphene hydrochioride at recommended
doses experienced side effects. The most trequently reported were
dizzi sedation, and vomiting. Some of these adverse
reactions may be alleviated if the patient lies down.

Other adverse reactions include constipation, abdominal pain.
skin rashes, lightheadedness, headache, weakness, euphoria,
dysphoria, hallucinations, and minor visual disturbances.

Liver dysfunction has been reported in association with hoth
active components of Darvocet-N 50 and Darvocat-N 100.
Propoxyphene therapy has been associated with abnormal liver
function tests and, move rarely, with instances of revermble jaun-
dice tincluding ¢holestatic jaundice). Hepatic necrosis may result
from acute sverdose of a inophen 'see Management, of Over-
dosags). In chronic ethanol abusers, this has been reportea rarciy
with short-term use of acetaminophen dosages of 2.5 to 10 g/duy.
Fatalities have occurred.

Renal papillary necrosis may result from chronic
acetaminophen use, particularty when the dosage (s greater than
by ded and when bined with aspirin.

Subacute painful myopathy has occurred following chronic
propoxyphene overdosage.

DOSAGE AND ADMINISTRATION

ropoxyphene napsylate is 800 my . 3 |
onsgeracion shot qIven 10 4 uced total dally dosage 'n
patients with hepatic or renal impairment.
MANAGEMENT OF OVERDOSAGE ‘
In all cases of suspected overdosage. call your regmn_al Poison
Controt Center to obtain the most up-to~date information adout
the treatment of overdose, This recommendation is made
hecause, in general, information regarding the treatment of over- /' )
dosage mav change more rapidly than de package inserts, N l (‘, )
Initial consideration should be given to the management of the
CNS effects of propoxyphene overdosage. Resuscitative measures
should be initiated prompt!y.
Symmo:\&t ofPropo:yphene hene are
cange with gropoxyphe
33.15;%; ;:gient is ugual;l‘; somnolent but may. be stuporous or
smmatose and convulsing. Respiratory depression is chameren;p;.
The ventilatory rate and/or tidal volume ie decrensed, whic
results in cyanosis and hypoxia. Pupl!‘s. xnth:&})y pinpoint. r:;::
becoma dilated as hypoxia increases. «;:sy:::twl:: ;:p;::w on
and apnea may occur. Blood pressure r 4 3
norma‘; initially, but blood pressure falis and ca.rdxa:d pedog;x&c:
deteriorates, which ultimately results in pulmonary edema o
culatory collapse, unless the regpiratory dnpress‘igld i cmcﬁh.
and adequate ventilation is restored promptly. C _me% hyth
mias and conduction delay may be present. A Com%n‘h r 'x_:mp_
tory-metabolic acidosis nccurs n;n;:g to ;e:\l::gogicgél ﬁvm
i ic acid formed during I 1 veolysis.
r:c?;o::‘sdr;:yl;:‘;:ve:a if large amounts of salicylates have aiso
been 1ngeated. Death may occur.

Overdosage—The manifestations of
those of narcotic over-

PROPOSED

PRECAUTIONS

General

Propoxyphene should be aciministered with caution to patients with hepatic or renal \mpairment
since higher serum concentrarions or defayed elimination may occur.

Drug Interactions

The CNS-depressant etfect of propoxyphene is additive with that of other CNS Jepressants,
including alcohol. As in the case with many medicinal agents, propoxyphene may slow the
metabolism of a concomitantly idministered drug. Should this occur, the higher serum
concentranons of that drug may resuit in increased pharmacologic or adverse effects of that drug.
Such occurrences have een reported when propoxyphene was administered w patients on
antidepr anticonvul or warfarin-like drgs. Severe neurologic signs. including
coma, have occurred with concurrent use of carbamazepine.

Usage in Pregnancy

Safe use of propoxyphene in pregnancy has not been established relarive to possible adverse
effects on fetal development. Instances of withdrawal symptoms in the neonate have bHeen
reported following usage Jurng pregnancy. Theretore, propoxyphene should not be used in
pregnant women unlass, in the judgment of the physician. the potential benefits outweigh the
possibie hazards.

Usage in Nursing Maothers

Low levels of propoxyphene have been detected in human milk. In postpartum studies invoiving
nursing mothers who where given propoxyphene, 1o adverse etfects where noted ini infants
receiving mother’s muik.

Usage in Pediatric Parients
Safety and effectveness in pediatric patents have not been established.

Usage in the Elderly
The rate of propoxyphene metabolism may bereduced in some panents. [ncrease dosing interval
should be considered.

A Panent informarion Sheet is available for ‘his product. See the rext bllowing HOW
SUPPLIED sectior. below.

ADVERSE REACTIONS

1o a survey conducted in hospitalized patients, less than 1% of patients raking propoxyphene at
recommended doses experienced side effects. The most frequently reported were dizziness,
sedation, nausea. and vomiring. Some of these adverse reacrions may be alleviated if the patient
lies down. Other adverse reactions inciude constipation, sbdominal pain. skin rashes,
lightheadedness, headache. weakmess, cuphona, dyspnoria, hallucinarions and minor ~isual
disturbances.

Liver dystinction has been reported in association with both active composents of Propoxyphene
Napsylate and Acetaminophen Tabiets'Capsuies. Propoxyphene therapy has been associated
with abnormal liver function tests ind, more rarely, with instances of reversibie jaundice
{including cholestatic [aundice). Hepatic necrosis may result fom acute overdose of

phen {see Manag af Dverdosage). [n chronic cthanol sbusers, this has heen
reported rarely with short-term use ot acetaminophen dosages of 2.5 to |1) g/day. Fatalities have
occurred.

Renat papillary necrosis rnay result chronic acetaminophen use, particuiarly when the dosage is
greater than recommended and when combined with aspirin.

Subacute painful myopathy has occurred following chronic propoxyphene overdosage.

SAGE AND ADMIMISTRATION ‘
s product is given orallv. The usual dosage is 100 mg propoxvphene Esylue{md 300 ml
every 4 hours as needed for paihinot to exceed 6 tablets/capsuies in 24 hours
ansideration should be given to a reduced total datly Josage 1n patients with renal imparment,

MANAGEMENT OF COVERDOSAGE

In ail cases of suspected overdosage, <all your regional Poison Control Center 10 obtain the most,
up- to-date mnformarion about the treatment of overdose. This recommendarion is made, decause,
in general, information regarding the treatment of overdosage may change more rapidly than do
package inserts. Initial consideration should be given to the management of the CNS erfects of
propoxyphene overdosage. Resuscitative measures should be initiated promptly.

© Symproms of Propaxyphene Overdosage

The manifestarions of acute overdosage with propoxyphene are those of ndrcotic overdosage.
The patient is usuaily sommolent but may be stuporous or comatose and convulsing. Respiratory
depression is characteristic. The vennlatory rate and/or tidal volume is decreased, which results
in Cyamopsis and hypoxia. Pupils, initiaily pinpoint, may become dilated as hypoxia increases.
Cheyne-Stokes respiration and apnea may occur. Blood pressure and hean rate are usuaily
normal wnitially, but blood pressure fails and cardiac performance deteriorates, which uitimately
results in pulmonary edema and circulatory collapse, unless the respiratory Jepression is
corrected and adequate ventilation is restored prompuy. Cardiac arrhythmias and conduction
delay may be present. A combined respiratory bolic acidosis occurs owing o retained CO,
(hypereapnia) and "o lactic acid formed during anaerobic glycolysis. Actdosis may be severef
large amounts of salicylates have also been ingested. Death may occur.

LG
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Treatment of Propoxvphene QOuerdosage-—Attention shouid be
directed first to ustablishing a patent airway and ‘o restoring
ventilation. Mechanically agsisted ventilation. with or without
sxygen, may be required, and positive pressure respiratien mayv
e desirable if pulmonary edema is present, The narcotic antago-
nist naloxone will markedly reduce the degree of respiratory
depression. and 0.4 to 2 mg should be administered promptly,
preferably intravenously. If the desired degree of counteraction
with improvement in respiratory functions is not obtained, nafox-
sne should be repeated at 2 to 2-minute intervals. The duratinn
of action of the antagonist may be briet. If no response 1s observed
arter 10 mg of naloxone have heen administered. the liagnosis of
propoxyphene toxicity should be questioned. Naloxone may also
be administered hy continuous intravenous infusion.

Treatment of Propoxyphene Ouerdosdage tn Pediatric
Patients—The usual initial dose nf naloxone in pediatnc patients i3~
0.01 mg/kg body weight given intravenously. If this dose does not
result in the desired degree of clinical improvement, a subsequent
increased dose of 0.1 mg/kg body weight may be administered. IT
an [V route of administration ia not ilable, naloxone may he
administered [M or subcutaneously in divided doses. If necessary,
naloxone can be diluted with Sterile Water for Injection.

Blood gases, pH, and electrolytes should be monito!
arder that acidosis and any electrolyte disturbance prg

™ be corrected promptly. Acidosis, Sypoxia, and ge

- L°Elu Uity and Comeany. 972 u.mi' -

DARVOCET-N® 50 and DARVECET-N® 1
(Propoxyphene Napsylate and
Acetaminophen Tablets, USP)

depression predispose to the develop t of cardiac arrhythmias.
Ventricular fibrillation or cardiac arrest may sccur and necessi-
tate the full pl of cardiopul v resuscitation (CPR)
neagures. Respiratory acidosis rapidly subsides as ventilation i
restored and hypercapnia eliminated, but lactic acidosis may
require intravenous bicarbonate for prompt correction.

Electrocardiographic monitoring is essential. Prompt correction
of hypoxia, acidesis, and electrolyte disturbance (when present)
will help prevent these cardiac complications and wiil increase
the effectiveness of agents adminiatered to restore normal cardiac
function.

In addition to the use of a narcotic antagonist. the patient
may require careful titration with an anticonvulsant to control
convulsions. Analeptic drugs 'for example, caffeine cor
amphetamine) should not be used because of their tendency to
precipitate convuisions.

General supportive measures, in addition to oxygen. include,
when necessary, intravenous fluids. vasopressor-inotropic com-
pounds, and, when infection is likely, anti-infective agents. Gastric
lavage may be useful, and activated charcoal can adsorb a sigma-
cant amount of ingested propoxyphene. Dialysis is of little vaiue in
nowsoning due to propoxyphene. Efforts should be made ro deter-
mine whether other agents, such as alcohol. harbiturates. tranquil-
izers, or other CNS depressanta, were aiso ingested, since these
increans CNS depression as well as cause specific toxic effects.

Symptoms of Acetaminophen Overdosage—Shortly after oral
ingestion of an overdose of acetaminophen and for the next 24
hours, anarexia, nausea. vomiting, diaphoresis, generni malaise.
and abdominal pain have been noted. The patient may then pre-
sent no symptoms, but evidence of liver dysfunction may become
apparent up to 72 hours after ingestion. with elevated serum
teansaminasge and lactic dehydrogenase levels, an increase in
serum bilirubin concentritions. and a prolonged prothrmbin time.
Death from hepatic failure may result 3 to 7 days after overdosage.

Acute renal failure may accompany the hepatic dysfunction and
hae boun iiined in patients who do noc cxhibit .igns of fulminant
hrepatic failure. Typically, renal impairment is more apparent 8 w
9 days after ingestion of the overdose.

Trec t of Acetaminophen Ouerdosage—Acetaminophen in
massive overdosage may cause hepatic toxicity in some patients.
In ail cases of suspected overdose, immediately call your regional
poison center or the Rocky Mountain Poison Center’s toll-free
number (800-5325-6115) for assistance in diagnosis and for direc-
tions in the use of N-acetylcysteine as an antidote.

In adults. hepatic toxicity has rarely been reported with acute
overdoses of less than 10 g and fatalities with less than 15 g.
Importantly, young children seém to he more resistant than
adults to the hepatotoxic effect of an icetaminophen overdose.
Despite this, the meagures nutlined helow should be mitiated [n
any adult or pediatric patients suspected of having ingested an
acetaminophen overdose. .

Because clinical and laboratory evidence of hepaﬁc‘mxlc}ty may
not be apparent until 48 to 72 hours postingestion, liver function
studies should be obtained initially and repeated at 24-hour
intervala. .

Consider emptying the stomach promptly by lavage nr by inducs
tion of emesis with ayrup of ipecac. Patients’ estimates of the quan-
tity of 4 drug ingested are nqtorously unreljable. Therefore, if an
acetaminophen overdose is suspected, a serum acetaminophen
assay should be obtained as early as possible, but no sooner than
1 hours following ingestion. The antidote. N-acetvicysteine. shouid
be administered as early as possible, ahd within 16 hours of the
overdose ingestion for optimal resuits. Following recovery, there
are no residual, structural, or functional heoatic abnormalities.

-
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Treatment of Propoxyphene Overdosage

Attention should be directed first to establishing a patent airway and to restoring ventilation.
Mechanically assisted ventilation. with or without oxygen. may be required, and positive
pressure respiration may be desirable if pulmonary edema is present. The narcotic antagonist
naloxone will markedly reduce the degree of respiratory depression, and 0.4 to 2 mg should be
.:administcred promptly, preferably intravenously. If the desired Jdegree of counteracrion with
improvement in respiratory functions is not obtained, naloxone should be repeated at 2- to 3-
minute intervals. The duration of action of the antagonist may be brief. [f no response is
observed after 10 mg of naloxone have been adminisirzted, the diagnosis of propoxyphene
Fo;ic@ty should be questioned. Naloxone may also be administrated by continuous intravenous
infusion.

Treatment of Propoxyphene Overdosage in Pediatric Patients

The usual initial dose of naloxone in pediatric patiemis is .01 mg/kg Sody weight given
intravenously. [f this dose does not resuit in the desired degree of clinical improvement, a
subsequent increased dose of 0.1 myky body weight may be admunistered. If an IV route of
administrarion is not available, naloxone may be administered ™M or subcutaneously in divided
doses. [f necessary, raloxcne can be diluted with Stenle Water for [njection.

B}ood gases, pH, and electrolytes should be monitored in order that acidosis and any electrolyte
disturbance present may be corrected promptly.  Acidosis, hypoxia. and generalized CNS
depression predispose to the development of cardiac arrhythmias. Verricular tibrilfation or
cardiac arrest may occur ard necessitate the full complement of cardiopulmaonary resuscitation
(CPR)measures. Respiratory acidosis rapidly subsides as ventilation is restored and hypercapnia
eliminated, but lactic acidosis may require intravenous bicarbonate for prompt correction.

Electrocardiographic monitoring is essential. Prompt correction of hypoxia, acidosts, and
electrolyte disturbance (when present) will help prevent these cardiac complicabions and will
increase the effectiveness of agents administered to restore normai cardiac function.

In qddition to the use of a narcotic antagonist, the patient may require careful titration with an
anticonvuisant to control convulsions. Analeptic drugs (tor example, catfeine or ampheramine;
should not be used because of their rendency to precipitate convulsions.

General supportive measures, in addition to oxygen include. when necessary. intravenous {luids.
Vasopressor-inotropic compounds, and, when infection is likely, anti-intective agents. Gasmic
lavage may be useful, and uctivated charcoal can adsorb a significant imount of ingested
propoxyphene. Dialysis is of lintle value in poisoning due to propoxyphene. Effonts should he
made 1o determine whether other agents, such as alcohol, barbiturates, ranquilizers, or other
CNS depressants, were also ingested, since these increase CNS depression as well as cause
specific toxic effects.

Symptoms of 4 inophen Overdosag

Shortly after oral ingestion of an overdose of acetaminophen and for the 24 hours, anorexia,
nausea, vomiting, dizphoresis, yeneral malaise and abdominal pain have been noted. The pattent
mmay then present no symptoms, but evidence of liver dysfunction may become upparent up to
?2 hours after ingesrion, with elevated serum ransaminase and lactic dehydrogenase levels, an
increase in serum bilirubin concentrations, and a prolonged prothrombin time. Death from
hepatic failure may result 3 to 7 days after overdosage.

Acute renal failt_u'e iy accompany the hepatic dysfunciion and has been noted in patients who
do not exhibit signs of fulminant hepatic failure. Typically, renal impairment is more apparent
610 9 days after ingestion of the overdose.

Ty of A inophen Overdosage

Acetaminophen in massive overdosage may cause hepatic roxicity in some patients. [n all cases
of suspected averdose, immediately call your regional poison center or the Rocky Mountain
Poison Center's toll-free number (800) 325-6115 for assisiarce in diagnrosis and for Jirections

in the use of N-acerylcysieine as an antidote.

In aduits, hepatic toxicity has rarely been reported with acute overdoes of less than 10 g and
fatalities with Jess than 15 g. Impartantly, voung children seem to be more resistant than adults
*0 the hepatotoxic effect of an acetaminophen overdose. Desptic this, the measures outlined
bejow should be initiated in any adult or pediatric patients suspected of haviny ‘ngested an
acetaminophen overdose.

Because clinical and 1aboratory evidence of hepatic toxicity may not be apparent untii 48 10 72
hours postingestion. liver function studies should be obtained initially and repeated ut 24-hour
intervals.

Consider emptying the stomach promptly by lavage or by induction of emesis with syrup of
ipecac. Patients’ sstimates of the quantity of 1 drug ingested are notoriously unreliable.
Therefore, if an acelaminophen overdose is suspected, a serum aceraminophen ussay should be
obtained as early 2§ possible. but no sooner than 4 hours tollowiny ingestion. The unudote, N-
acetylcysteine, should be administered as earfy as possible, and within 10 hours ot"the overdose
ingestion for optimal results. Following recovery, there are no residual, structural, or finctional
hepatic abnormalities.
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ANIMAL TOXICOLOGY
The acute lethal doses of the hydrochlonde and napsviate saits
of propoxyphene were determined in 4 species. The resuits shown
in Figure 2 indicate that. on a molar basis, the napsylate salt s
less toxic than the hydrochlonde. This may be due to the relative
insolubility and retarded absorption of propoxyphene napsyiate.

Figure 1
——ACUTE ORAL TOXICITY OF PROPOXYPHENE
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Some indication of the relative insolubility and retarded
absorption of propoxyphene napsylate was obtained by measuring
plasma propoxyphene levels in 2 groupa of 4 dogs following orai
administration of equimolar doses of the 2 salts. As shown in Fig.
ure 3. the peak plasma concentration ohserved with
propoxyphene hydrochloride was much higher than that vbtained
after administration of the napsylate sait.

Although none of the animals in thig experiment died, 3 of the 4
dogs given propoxyphene hydrochioride exhibited sonvulsive
seizures during the time interval corresponding to the peais pias-
ma levels. The 4 animala receiving the napsylate salt were mildly
ataxic but net acutely ill.

Figure 3. Plasma propoxyphene concentrations in dogs rollow-

ing large doses of the hydrochlonde and napsylate saits
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[ﬁan'nceb\l" Tablets ( No. 1890} are available i

The 50 mg tablets are dark orange. capsule shapea. tilm coated,
and imprinted with the script “Lilly” and “Darvocet-N 307 1o
one side of the tablet, using edible biack ink. They are available
as follows:

Bottles of 100 «RxPak*)  NDC 0002-0351-02 (TA1E301
Darvocet-N® Tablets 1 No. 1893) are available in:
The L0 mg tablets are dark orange. capsule shaped. flm roated.
and imprinted with the script “Lilly” on one side and
“Darvocet-N 100" on the other side of the tablet, using edible
black ink. They are available as follows:

Bottles of 100 (RxPak*}  NDC 0002-0363-02 1 TA1393)

Bottles of 500 NDC 0002-0363-03 1 TA1363)
ID+ 100 NDC 0002-0363-33 1 TA1893:
1D7 500 NDC 0002-0363-43 1 TA1393)
RNt 500 NDC 0002-0363-46 (TA1893!

AR FxPans [prascriotion packages, Lilly} have satety ciosures.
“Igenn-Done® fumt dose medcation. Lity)
“Revarss-numbeted Dackags.

Store at controlled room temperature, 39° to 86°F 1157 0 30°C .

CALUTION—Federal (USA; law prohibits dispensing ‘vithout
prescription.

The following information, including description of dosuge
forms and the maximum daily dosage of ~ach, is avplable "o
Datients receiving Darvon products

YOUR RVON® )i
(PROPOXYPHENE) PRODUCT

Summary

Products containing Darvon are used to relieve pain.

JIMIT YOUR INTAKE OF ALCOHOL WHILE TAKING
THIS DRUG. Make sure your doctor knows if you are taking
tranguilizers, sleep aids, antidepressants, antihistamines, or any
other drugs that make you sleepy. Combining propoxyphene with
alcohol or these drugs in exvessive doses is dangerous.

Use care while driving a car or using machines until you see how
the drug affects you becanse propoxyphene can make you sieepy
Do oot take more of the drug than your doctot prescribed. De?en»
dence has occurred when patients have taken propoxyphene ‘or a
long pariod of time at doses greater than recommended.

The rest of this leaflet gives you more information about

SIDE BY SIDE INSERT COMPARISON
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ANIMAL TOXICOLOGY

The acute fethai doses of the hydrochionde and napsylate saits of propaxvphene were determined
in 4 species. The results shown 1n Figure 2 indicate that, on a molur basts, the napsyiate salt is
less toxic than the hydrochloride. This may be due to the relutive insolubility and retarded
absorption of propoxyphene napsylate.

Figure 2
A ' QF P X N
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. Propoxyphene Propoxyphene
Species Hvdrochloride Napsylate
Mouse 282+ 39 95+ 163
0.7 1.62
Rart 230+ 4 647 =95
0.601 f.i4
Rabbit ca 32 >183
.22 ~4).32
Dog ca 160 =183
0.27 .32

Some indication of the relative insolubility and retarded absorption of propoxyphene napsviate
was obtained by measuring plasma propoxyphene levels in 2 groups ar 4 doys following oral
administration of equimolar Joses of the I salts. As shown m Figure 3, ihe peak plasma
concentration chserved with propoxyphene hydrochloride was much higher than that obtained
after administration of the napsylate salt.

Although aone of the animals in this experiment died. 3 of the 4 Jogs given propoxyphene
hydrochloride 2xhibited convulsive seizures during the time :nterval corresponding o the peak
plasma levels, The 4 animals recerving the napsylate salt were mildly ataxic but not acutely 1l

Figure 3: Plasma propoxyphene concentrations in dogs following iarge
doses of the hydrochloride and napsylate saits.
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HOW SUPPLIED -

propuxyphene. Please read it and keep it for future use.
Uses of Darvon
Products containing Darvon are Tor the relief of mikd t mod-
erate pain. Products that contain Darvon plus aspirip or

acetaminaphen are prescribed for the relief of pain or pain associated
with fever.

16 Napsylate and Acetarmnophen Tablets Capsules USP) ]
(Containing 100 mg propoxyphene napsyviate and 500 myg Acetaminophen)

v [PATIENT INFORMATION |- | L{ ,
‘ses of Propoxyphen,
ducts containing Propoxyphene are used for the retief ormild to moderate pat Ucts that

cqnmin propaxyphene plus acetaminophen are prescribed for the relief’of pain or pain associated
with fever.
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!Be'ora Taking Darvon |
Make sure your doTEST Knows i1 you Rave ever had an aliergic

reaction to propoxyphene, aspirin, or acetaminophen. Some forms
of propoxyphene products contain aspirin to help relieve the pain.
Your doctor should be advised if you have a history of ulcers or if
you are taking an anticoagulant (“blood thinner™. The aspirin
may irritate the stomach lining and may cause bleeding, parvicu-

larly if an uicer is present. Also, bleeding may occur if you are

taking an anticoagulant. In a small group of people, aspirin may /—\\
cause an asthma attack. If you are one of these people, be sure

your drug does not contain aspirin. !

The effect of propoxvphene in pediatric patients under 12 has
not been studied. Therefore, use of the drug in this age zroup is
not recommended.

Also, due to the possible association herween aspirin and Reye
Syndrome, those propoxyphene products contaimng aspirin
should not be given to children. including teenagers. with chicken
pox or flu uniess prescribed by a physician. The following
propoxyphene product containg aspirin:

Darvon® Compound-65 ( Propoxyphene Hydrochloride, Aspirin. .,

and Caifeine, USP)
| How to Take Darvon )

Follow your doc! not increase the
amount you take without your dncl‘.ur-; appruval If you miss a
dose of the drug, do not take twice as much the next ume.

Pregnancy

Do not take propoxyphene during pregnancy unless your doctor
knows you are pregnant and specifically recommends its use.
Cases of temporary dependence in the newborn have occurred
when the mother haa taken propoxyphene consisrently in the
weeks before delivery. As a general principle, no drug should be
taken during pregnancy unless it is clearly necessary.

General Cautions

Heavy use of alcohol with propoxyphene is hazardous and may
iead to averdosage symptoms (see “Overdose”™ heiow: THERE-
FORE, LIMIT YOUR INTAKE OF ALCOHOL WHILE TAK-
NG PROPOXYPHENE.

Combinations of excessive doses of propoxypnene, aleohol, and
tranquilizers are dangerous. Make surs your doctor knows if vnu
are taking tranquilizers. sleep 2ids. antidepressant drugs. .inh-
histamines, nr any other drugs rthat make vou sleepy. The use o
these drugs with propoxyphene increases their sedative effects
and may lead to overdosage symptoms, inciuding death see
“Overdose” below.

Propoxyphene may cause drowsiness or impair vour men:ai
and/or physical abilities; therefore. use caution when Ariving a
vehicle or operating dangerous machinery. DO NOT perform any
hazardous task until you have seen your response 1o this drug.

Propoxyphene may increase the concentration in the body of med-
ications. such as anticoagulants '“blood thinners™, anridepressants,
nr drugs used ‘or epilepsy. The result may be exvessive or adverse
etfects of these medications. Make sure your doctor knows if you ure
taking any of these medjcations.

Depsndence

You can become ependent on propoxyphene if you take it in
higher than recommended do3es over a long period of time.
Dependence is a feeling of need tor the drug and a feeling rhat
you cannot perform normally without it.

Overdose
Jarvon] 1lone of 1N combination ‘with :ther
UES, including alcohol, mayv cause weakness. difficulty @
hreathing, confusion. anxiety, and more severe drowsiness md
jizziness, Extreme overdosage may lead to unconsciousness nd
eath.

If the propoxyphene product contains acetaminophen. the over-
dosage symptoms include nausea, vomiting, lack of appetite, and
abdominal pain. Liver damage may occur even after symptoms
nisappear. Death can accur days later,

When the propoxyphene product contains aspirin, symptoms of
raking too much of the drug are headache, dizziness, ringing :n
the ears, difficulty in hearing, dim vision, confusion, drowsiness.
sweaniing, thirst, rapid breathing, nausea, vomiting, and.
occasionally, diarthea.

In any suspected overdosage situation, contact vour doctor nr
nearest hospital emergency rmom. GET EMERGENCY HELP

P THIS DRUG AND ALL DRLUGS OCT OF THE}”

N OVercose

REACH OF THE PEDIATRIC POPULATION
Possibla Side EHects
When propoxyphene is taken as directed, side effects are infre-
quent. Among those reported are drowsinesy, dizziness, nausea, and
vomiting. 1f these effects occur, it may help if you lie down and rest.
Less trequently reponed side effacts are constipation. 2bdominat
pain, skin rashes. lightheadedness. headache, veakness. hallucina-

tons, minor visual Jisturbances. and [eelings of elation or discomfort.
if side effects accur und concern you, contact your doctor.

»  PROPOSED

fl

efore Taking Propoxiphere |

ake sure your doctor knows 11 you have ever had an ailergic rcaction ‘o propoxyphene o
aceraminophen. The etfect of propoxyphene in pediamric patients under |2 has not been studied]
Therefore, use of the drug in this age group s not recommended.

How to Take Propoxyphene |
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Foliow vour doctor s carections exactty. Do not increase the amount you take without your
Joctor’s approval. [ you miss a dose of the drug, Jo not 1ake twice as much the next time.

Pregnancy

Do not take propoxvphene during pregnancy uniess your doctor knows ;ou ire pregnant and
specifically recommends s use. Cases of temporary dependence in the newbom have occurred
when the mother has taken propoxyphene consistently in the weeks betore delivery. Asuyeneral
principle, no drug should be taken during pregnancy unless it is clearly necessary

GENERAL CAUTIONS

Heavy use of alcohol with propoxyphene is hazardous and may lead to overdosage symptoms
(see OVERDOSE below), THEREFORE, LIMIT YOUR INTAKE OF ALCOHOL WHILE
TAKING PROPOXYPHENE.

Combinations of excessive doses of propoxyphene, alcohol. and tranquilizers are dangerous.
Make sure your doctor knows if you are taking tranquillizers, sleep aids. antidepressant drugs.
antihistamines, or any other drugs that make vou sleepy. The use of these drugs with
prapoxyphene increases their sedative effects and may lead to overdosage symptoms, inciuding
death 1See OVERDOSE below).

Propoxyphene may cause drowsiness cr impair vour mental and/or physical abilitics; therefore.
use caution when driving a vehicle or operating dangerous machinery. DO NOT perform any
hazardous task unti! vou have seen your response to this drug.

Propoxyphene may increase the concentration in the body »'medications. such as unucoagulunts
(*blood thinners™), antidepressants. or drugs used for epilepsy. The resuit may be cxcessive ot
adverse effects of these medications. Make sure vour doctor knows if you are taking any of these
medications.

DEPENDENCE

You can become dependent on propoxyphene if vou take it in higher than recommended doses
over 4 long period of nme. Dependence is a feeling of need for the arug and a feeling that ;ou
cannot perform normally without L.

OVERDOSE

0 :_g;_(_)_gg'_n_é: alone or with other drugs. including ilcohol. may cause
weakness. difficuitly in breathing, contusion, anxjety, and more sev re drowsiness and dizziness.
Extreme overdasage may lead to unconsciousness and Jdeath.

Ifthe propoxyphene product contains acetaminophen. the overdosage symptoms include nausea.
vomiting, lack ot 1ppetite, und abdominal pam. Liver damage may occur cven afier symploms
disappear. Death can occur days iater.

[n any suspected overdosage situation, contact your doctor or nearest hospital emergency room.
GET EMERGENCY HELP IMMEDIATELY.

‘KEEP THIS DRUG AND ALL DRUGS QUT OF THE REACH OF CHILDRE.\'}

POSSIBLE SIDE EFFECTS

When propoxyphene 1s taken as directed. side effects are infrequent. .Among those reported ure
drowsiness, dizziness. nausea. and vomiting. [f these etfects occur. it may help if you lie down
and rest. Less frequently reported side =1fects are constipation. ubdeminal pain. skin rashes.

lightheadedness, headache. weakness. hallucinations, minor visual disturbances, and feelings of
elation or discomforr. If side effects occur and concern you. contact your doctor.
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Other tnformation

The safe and ffective use of propoxyphene Jepends »n ‘nur
taking it exactly as directed. This 1rug has been prescrired
specifically tor vou and your present -ondition. De not zive “his
drug to others who may nave <imilar svmproms. Da not use i< ‘or
any sther reason.

If you would like more information abnut propoxyphene. 1sk
vour doctor nr pharmacist. Thev have 4 more :echnical leajlet
' professional labeling’ vou may read.

Setectad Darvon Produgts
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OTHER INFORMATION . _
The safe and effective use of propoxvphene depends on vour taking it exactly as directed. This

drug has been prescnibed specifically for you and your present condition. Do not s1ve tus drug
10 others who may have similar symptoms. Do not use :t for any other reason.

If you would like more information about propoxvphene, and sk ;our doctor or pharmacist.
They have a more :echn;cal leatlet (professional ‘abeling) you may read.

Dosage Form: Tablets and Capsules

Shape. Color, agd Scoring: To be determuined.

Storage: Store at 157 - 30°C (39°- 86°F) See USP.

Dispensing: Dispense in a tight, light-resistant container with a child-resistant closure.
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Differences between the proposed Mikart labeling for Propoxyphene Napsylate and
Acetaminophen Tablets/Capsules USP (100 MG/500 MG) and the approved insert labeling
for the reference listed drug, Darvocet-N (100 MG/650 MG), manufactured by Eli Lilly and

Company.

1. The reference listed drug insert is bar coded, while the proposed insert is not.

2. The reference listed drug states “PV 1517 AMP” at the beginning an at the end of the
insert. Mikart’s proposed insert has a “Code 000000” at the beginning an at the end
of the proposed insert.

3. The reference listed drug also states “Literature revised November 11, 1997”. The
proposed insert states “Rev.05/00”

4. The product name for the proposed drug product is Propoxyphene Napsylate and
Acetaminophen Tablets/Capsules USP (100 MG/500 MG). The reference listed
drug name is Darvocet-N 50 and Darvocet-N 100.

5. The reference listed drug insert addresses the mg and xmol dosage amounts for both
active ingredients in the Darvocet-N 50 and Darvocet-N 100. The proposed insert
does not.

6. The proposed Mikart insert label contains the statement “Rx only” as required by the
FDA Modernization Act of 1997. The reference listed drug insert does not contain
this statement.

7. The proposed insert has the description, structure, chemical formula, and molecular
weight of acetaminophen. The reference listed drug insert does not contain these
items.

8. Under ACTIONS, the reference listed drug insert reads “Darvocet-N 50 and Darvocet-N
100 provide the analgesic activity. . .” whereas, the proposed insert reads “Propoxyphene
Napsylate and Acetaminophen Tablets/Capsules provide the analgesic activity. . .”

9. Under INDICATIONS, the reference listed drug states “These products. . .”” whereas
the proposed insert states “This product. . .”

10.  Under DOSAGE AND ADMINISTRATION, the reference listed drug states “These
products. . .” whereas the proposed insert states “This product. . .”

11.  The dosage of acetaminophen is 650 mg in the reference listed drug, Darvocet-N 100.
The dosage of acetaminophen in the proposed product is 500 mg.

12. The reference listed drug refers to Darvon. The proposed insert has replaced the word
“Darvon” with “Propoxyphene”.

13. The reference listed drug insert states “Darvon® N Tablets (No. 1890) are available in”.

The proposed drug insert states “Propoxyphene Napsylate and Acetaminophen
Tablets/Capsules™.



14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

The proposed insert has a separate section entitled “Patient Information”. The reference
drug has “Patient Information Sheet”.

The reference listed drug insert addresses the inclusion of aspirin in Darvon and the
precautions and dangers regarding aspirin. The proposed insert does not address aspirin
in any way in that the proposed drug product contains only propoxyphene napsylate and
acetaminophen.

The reference listed drug insert states in the Overdose section “An overdose of Darvon..”
whereas the proposed insert states “An overdose of propoxyphene..”

The reference listed drug insert states “KEEP THIS DRUG AND ALL DRUGS OUT OF
THE REACH OF THE PEDIATRIC POPULATION”. The proposed insert states
“KEEP THIS AND ALL DRUGS OUT OF THE REACH OF CHILDREN".

The reference listed drug contains a Selected Darvon Products section. The proposed
insert does not.

The proposed inset has a Dosage Form section. The reference listed drug insert does
not.

The proposed insert has a Shape, Color, and Scoring section. The reference listed
drug insert does not.

The proposed insert has a Storage section. The reference listed drug insert does not.

The proposed insert has a Dispensing section. The reference listed drug insert does
not.

The reference listed drug insert reads “ELI LILLY AND COMPANY. . .” whereas
the proposed insert reads “Manufactured by: Mikart, Inc. . .”.

The reference listed drug states “©Eli Lilly and Company 1972, 1996”.

The reference listed drug insert has “PRINTED IN USA”. The proposed insert does
not have this statement.

Under DOSAGE AND ADMINISTRATION, the reference listed drug states “The
maximum recommended dose of propoxyphene napsylate is 600 mg per day whereas
the proposed insert states “not to exceed 6 tablets/capsules in 24 hours.”
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